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ALTHOUGH the phenomenon of ion exchange was 
first described in the mid-nineteenth century, it 
was not until 1950 that this principle was applied 
to the clinical determination of gastric acidity. 
Segal, Miller and Morton,’ utilizing an ion-exchange 
resin-quinine complex, showed that free hydrogen 
ions would release quinine ions which would be 
absorbed and excreted in the urine, where their 
presence was detectable by fluorimetric procedures. 

Recently we have had experience in the use of 
an azure-A ion-exchange complext for detection 
of the presence of free hydrochloric acid in the 
stomach. The ion-exchange method provides a 
qualitative test for achlorhydria without having 
to intubate the stomach. Consequently the many 
sources of technical error and variants in individual 
physiological response to intubation, all of which 
tend to negate the quantitative value of standard 
gastric analysis, are avoided. 


PRINCIPLE 


The material used, Diagnex Blue, is a carbacrylic 
cation exchange resin in which the hydrogen ions 


of the resin have been exchanged with azure-A — 


ions (3-amino, 7-dimethylamino-phenazathionium 
chloride), a dye indicator. After oral ingestion of 
the complex the reaction is reversed if free hydro- 
chloric acid is present in the stomach, with a 


subsequent release of azure-A. The dye so dis- + 


placed by free hydrogen ions is absorbed in the 
small intestine and excreted in the nrine, where 
it can be readily detected by the blue or green 
colour it imparts. In the absence of free acid, the 
compound passes unchanged into the small bowel, 
where smal] amounts of the dye may be released 
from it by cations other than hydrogen, but the 
amount of dye excreted in the urine in up to 
two hours will be insignificant. 


*From the Department of Medicine, University of Toronto, 

and Gastro-intestinal Service, St, Michael’s Hospital, Toronto. 

This work was part of a larger project on gastric secretory 
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PROCEDURE 


In the fasting state the patient discards the 
first morning specimen of urine, after which he 
takes two 250-mg. tablets of caffeine sodium 
benzoate (which acts as a gastric secretory stimu- 
lant) with a glass of water. A control urine speci- 
men is taken one hour later, and he then ingests 
the Diagnex Blue granules (2 g.) in one-half 
glass of water. Two hours later a second urine 
specimen is collected. Each urine specimen is 
then diluted to 300 ml. with water. If a distinct 
blue or green colour is present in the two-hour 
specimen but not in the contro] urine, the patient 
has free hydrochloric acid. If no blue colour is 
observed, 10 ml. aliquots of each of the diluted 
specimens are acidified and boiled for 10 minutes, 
in order to convert any of the azure-A present 
in a conjugated colourless form to the visible form. 
If a blue colout appears in the two-hour specimen, 
again free acid is present. If no colour develops, 
the patient has achlorhydria. 


RESULTS 


In a group of 110 patients, most of whom had 
various’ gastro-intestinal disorders, intubation 
gastric analysis with alcohol and histamine, and. 
Diagnex tests were carried out. 

Of 39 patients with proven duodenal ulcers, 38 
showed free acid and one was achlorhydric on 
the results of the ion-exchange test, while intubation 
gastric analysis was negative for free hydrochloric 
acid in five patients. There were no discrepancies 
between the two tests in eight patients with gastric 
ulcer. In 21 patients with pernicious anzmia, 
six patients with gastric carcinoma, and four 
patients with “atrophic gastritis” (gastric atrophy 
proven by biopsy) there was achlorhydria by both 
the intubation and tubeless tests. Six patients who 
had undergone subtotal gastrectomy were tested 
and although the qualitative ion-exchange test 
was positive in all six cases, intubation gastric 
analysis failed to show free acid in one of the 
patients on three separate occasions. Out of 26 
patients with no known gastro-intestinal disease, 
there were three instances in which the test meal 
was negative and the Diagnex test positive. 
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TABLE I.—Comparison or REsutts or IoN-EXCHANGE AND ASPIRATION GasTRIC ANALYSES IN 110 PaTIENTsS 


Dye test 


Free 
acid 


Number 
. of Age (average 
Condition patients and range) 


Duodenal ulcer 39 
Gastric ulcer 8 
Pernicious anemia 21 
Gastric carcinoma 6 
“‘Atrophic gastritis” 

(gastric atrophy) 4 
Post-gastrectomy for 

duodenal ulcer 6 
Healthy 26 


37 (22-63) 38 
41 (23-59) 
64 (41-79) 
57 (38-76) 


38 (29-46) 


43 (27-56) 
39 (24-71) 


DIscussION 


In 9 instances there appeared to be a dis- 
crepancy between the results of the two tests; in 
8 out of 110 the test meal was negative and the 
Diagnex test positive for free hydrochloric acid, 
and in one the test meal was positive and the 
Diagnex test negative. A physiological explanation 
for most of these discrepancies does exist. Gastric 
acidity fluctuates for a variety of reasons. Intubation 
can cause complete cessation of gastric acid 
secretion in some patients, and “intermittent 
achlorhydria”, in which the patient is achlorhydric 
for periods of hours, days or months, is an 
established clinical entity. In infants, the gastric 
secretory response to histamine varies with certain 
behaviour patterns, as shown in studies on an 
infant with a gastric fistula.2 In some people, 
passage of a gastric tube causes excessive salivation 
and mucus secretion with subsequent dilution and 
neutralization of much or all of the acid they may 
be secreting. Failure to empty the stomach as each 
sample is taken results in dilution of succeeding 
specimens. Bile regurgitation into the gastric 
remnant in the gastrectomized patient neutralizes 
secreted acid. Since four of the patients with 
positive dye tests and negative test meals had a 
proven duodenal ulcer, in which achlorhydria is 
almost unknown, these physiological deterrents, 
and technical errors such as failing to have the 
tube in the gastric lumen and_ subsequently 
sampling saliva from the cesophagus, may have 
played some part. Since the intubation and tube- 
less tests were not performed concurrently, any 
one or more of these physiological and technical 
factors could account for the failure to obtain 
free acid by aspiration, while the dye test was 
positive. Varying individual physiological responses 
and technical errors obviously tend to negate the 
quantitative value of intubation gastric analysis. 

In one instance the ion-exchange test was positive 
and the intubation analysis repeatedly negative in 
a patient who had undergone subtotal gastrectomy 
and vagotomy for a duodenal ulcer. False positive 
results under these circumstances can be the 
result of rapid passage of the dye into the small 
intestine where the dye is exchanged by cations 
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other than hydrogen (sodium, potassium, mag- 
nesium, and calcium) and excreted in the urine 
within two hours. A positive Diagnex test in the 
gastrectomized patient cannot be relied upon, since 
the exact site of ion exchange cannot be deter- 
mined. No examples of a negative dye test in 
the presence of free acid on aspiration analysis 
were obtained in patients who had undergone 
gastrectomy, as was the experience of others.’ It 
was not found necessary to keep the patient in 
the prone position for 15 to 30 minutes after 
ingestion of the granules in order to allow a suf- 
ficient interval for contact between the dye com- 
plex and gastric juice, as has been suggested.” 

A negative dye test was obtained in a patient 
who showed free hydrochloric acid on intubation 
gastric analysis in the presence of pyloric ob- 
struction secondary to duodenal ulceration. Obvi- 
ously no absorption of the exchanged complex 
could occur, and hence no excretion. 

Certain limitations of the ion-exchange method 
of determining gastric acidity are due to patho- 
logical deterrents other than pyloric obstruction. 
These include severe liver and kidney disease, 
urinary retention, advanced congestive heart 
failure, marked dehydration and intestinal mal- 
absorption. 

No toxic reactions followed the administration 
of either the caffeine sodium benzoate, used as a 
gastric secretory stimulant, or the azure-A resin 
complex, Diagnex. 

There was no accurate correlation between con- 
centrations of the dye in the urine, measured by 
comparative colorimetry with the control speci- 
men, and the degree of acidity of the gastric 
aspirate. The test does not measure either the 
exact hydrogen-ion concentration or the total gastric 
acidity. It is purely qualitative, too many variables 
being present for even semi-quantitative assessment. 

The main advantage of this ion-exchange test 
over the standard gastric test meal is that it does 
not require gastric intubation, a point which 
doubtless has prevented many physicians from 
assessing gastric secretory activity because of in- 
convenience and seeming impracticability. The 
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tubeless gastric analysis can easily be carried out 
as an office procedure or even by the patient at 
home. The test materials themselves are inexpen- 
sive, and when one considers that the deter- 
mination from the urine specimeris takes only a 
few minutes, the practical nature of this method 
of assessing the state of gastric acidity is readily 
apparent. 

These advantages make the ion-exchange resin 
test a good method of determining achlorhydria 
and make it particularly applicable to the screen- 
ing of large populations in an attempt to select 
patients for further investigation. The incidence of 
gastric carcinoma in persons with achlorhydria is 
more than three times the expected national in- 
cidence for patients in the same age groups; and 
in patients with pernicious anemia, different 
studies show a variation of from three to 18 times 
the expected incidence.*-® 


SUMMARY 


A qualitative test for gastric acidity that shows a 
high degree of correlation with intubation gastric 
analysis has been described. The test, which utilizes 
a cation exchange resin (Diagnex), is a reliable 
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method of differentiating patients with achlorhydria 
from those secreting free hydrochloric acid. Since in- 
tubation is not necessary and because of the simplicity 
of patient participation, ease of interpretation and 
cheapness, this method is valuable in the assessment 
of gastric acid secretion. 
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RESUME 

L’auteur décrit ici une nouvelle méthode d’analyse 
qualitative de l’acidité gastrique basée sur l'emploi d’une 
résine échangeuse de cations (Diagnex, marque eee: 
Cette épreuve sert 4 différencier les anachlorhydriques de 
ceux qui sécrétent de l’acide chlorhydrique libre, et ses 
résultats reproduisent de prés ceux que l'on obtient dans 
Yanalyse gastrique par ‘abies sans toutefois avoir recours 
a cette manoeuvre. La méthode se recommande aux gastro- 
entérologues par la participation trés simplifiée qu'elle 
exige du malade, par sa simplicité d’interprétation et 
Yéconomie de ses moyens. 
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M. O’SULLIVAN,?+ Toronto 


SINCE the presence of a proteolytic enzyme in the 
urine active in an acid medium was first described 
nearly a century ago,! considerable interest has 
been shown by both research investigators and 
clinicians in its origin, nature, factors affecting its 
formation, secretion and excretion, and its relation- 
ship to gastric secretory activity and gastro- 
intestinal disease. Although the enzyme, which is 
proteolytic at pH 1.5-2.5, has never been isolated 
from the urine, numerous experiments have shown 
conclusively that it is pepsinogen, and it has been 
termed uropepsin. That the gastric mucosa is the 
principal if not sole source of urinary pepsinogen 
is shown by its disappearance from the urine after 
total gastrectomy and the low levels or complete 
absence in pernicious anemia and gastric atrophy. 
Extragastric sources of pepsinogen such as seminal 


*This project was supported by a grant from the Ontario 
Cancer Treatment and Research Foundation. 

7From the Department of Medicine and Department of 
Biochemistry, St. Michael’s Hospital, University of Toronto. 


fluid and polymorphonuclear leukocytes contribute 
little, if any, pepsinogen to the urine.” * Pepsinogen 
elaborated in the chief cells of the gastric mucosa 
is believed to pass into both the gastric lumen and 
the circulation, excretion from the blood stream 
taking place via the kidneys. Uropepsin therefore 
represents a portion of the pepsinogen secreted by 
the peptic cells of the stomach. The degree to 
which the urinary pepsinogen level is thought 
to reflect the gastric secretory activity is extremely 
varied, from the earlier reports in which it was 
felt to mirror gastric secretory function, to the 
more recent literature in which it is felt to be 
of limited value in assessing the secretory physio- 
logy of the gastric mucosa. The reasons for the 
frequent dissociation between the components of 
the exogenous secretion as sampled by. gastric 
intubation and the endogenous secretion as re- 
flected in the blood and urinary pepsinogen levels, 
lie in the ill-defined and little understood mechan- 
ism by which the enzyme passes from the cell 
to the capillary, the factors affecting excretion by 
the kidney, and the frequent dissociation among 
the various components of the gastric secretion 
itself. 

The present study is an attempt to assess the 
usefulness of determination of uropepsin excretion 
in the evaluation of gastro-intestinal disease. 
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CLINICAL MATERIAL 


The excretion of uropepsin was determined in a 
group of 40 persons without any demonstrable 
gastro-intestinal disease; 117 patients with duodenal 
ulcer; 27 patients with benign gastric ulcer; 24 
patients with carcinoma of the stomach; 14 patients 
with recurrent ulceration following subtotal gas- 
trectomy for duodenal ulcer; 12 patients with 
gastric atrophy and six patients with acute gas- 
tritis; and 14 patients with pernicious anzemia. 
Uropepsin determinations were repeated 10-12 
days postoperatively in 10 patients who underwent 
subtotal gastrectomy for duodenal ulcer. 


In all patients 24-hour specimens of urine were 
collected and uropepsin was determined by a modi- 
. fication* of the hemoglobin method of Anson and 
Mirsky.® The results are expressed in peptic units 
per 24-hour period, where the unit of activity 
represents that amount of urinary pepsinogen 
which, during 30 minutes of incubation at 37° C. 
in the standard assay, releases 0.04 mg. of tyrosine- 
like substances from the hemoglobin substrate. 


RESULTS 
Normal Uropepsin Excretion 


In 40 patients without any disease referable to 
the gastro-intestinal tract, uropepsin excretion 
ranged from 900 to 3900 peptic units with a mean 
output of 2250 units in 24 hours (Fig. 1). Only 
15% had uropepsin values less than 1600 units and 
7.5% had values greater than 3000 units per 24 
hours. There were equal numbers of male and 
female patients, and the mean output for women 
was 2125 and for men 2375 units in 24 hours. 


Duodenal Ulcer ‘ 


There were 117 patients with duodenal ulcer 
in this series; the output of uropepsin ranged from 
a low of 200 units to 16,700 units per 24-hour 
period. The mean output was 5370 units (Fig. 1). 
Twenty-five per cent of this group excreted less 
than the mean output of normal patients. Urine 
collections and determinations were repeated 
several times in these cases of very low pepsinogen 
excretion in the presence of duodenal ulcer with- 
out significant variation. There were 91 males and 
26 female patients (ratio of 3.7:1). In the former 
group the mean uropepsin output was 5745 units 
while in the latter it was only 3989 units per 24 
hours. Fifty per cent of these women excreted 
3000 units or less. Age was found to have no 
relationship to the amount of pepsinogen excretion 
in women, as was previously reported;‘ in fact, 
the highest level recorded in this group — 16,700 
units — was in a 23-year-old girl with a six-week 
history of peptic ulcer symptoms. 


Gastric Ulcer. 


The 24-hour output was determined in 27 patients 
with benign gastric ulceration. The output ranged 
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1.—Comparison of the urinary pepsinogen output in 
netiiiion without gastro-intestinal disease, patients with 
duodenal and gastric ulceration, and patients with gastric 
cancer. 


from zero to 7300 units, with a mean output of 
2530 units, not significantly greater than the mean 
excretion of normal subjects (Fig. 1). In 15 of 
the 26 patients the levels fell below 2000 units and 
eight patients excreted less than 500 units per 
24 hours, a finding common to both pernicious 
anemia and gastric atrophy, but infrequent in the 
presence of a benign gastric ulcer. Malignancy 
was ruled out by gastroscopic appearance and 
surgical resection or by complete healing and dis- 
appearance of the ulcer crater as judged by repeat 
x-ray examination and gastroscopy. When the 
gastric ulcers were grouped as to site, patients 
whose ulcers occurred in the lower one-third of 
the stomach distal to the angulus (pyloric, prepy- 


-loric and juxtapyloric) had a mean pepsinogen 


excretion of 1780 units while patients whose ulcers 
were in the upper two-thirds of the stomach had 
a mean output of 3045 units per 24 hours. There 
was an equally wide range of output in both of 
these groups. Thrée patients had multiple gastric 
ulcers, and their pepsinogen excretions were 
340, 1200 and 1300 units per 24-hour period. 


Gastric Cancer 
In 24 patients in whom gastric carcinoma was 


proven by gastroscopic examination, biopsy, surgi- 


cal resection and post-mortem examination, uro- 
pepsin excretion ranged from zero to 7200 units 
per 24 hours with a mean of 1390 units (Fig. 1). 
Two-thirds of these patients had outputs of 1400 
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Fig. 2.—Comparison of urinary pepsinogen levels pre- 


operatively and ten days postoperatively in patients under- 
going subtotal gastrectomy for duodenal ulcer. 


units or less, the remainder being scattered in the 
normal range, and three, in the “duodenal ulcer 
range” (3700, 5400 and 7200 units), although there 
was no previous history or radiological evidence 
suggestive of duodenal ulcer. Twenty of the 24 
patients exhibited histamine achlorhydria. In the 
four cases in which free hydrochloric acid was 
present, the mean pepsinogen excretion was 3100 
units, more than double the mean output for the 
group. 


The Effect of Gastrectomy on Uropepsin 


In a group of 10 patients with duodenal ulcer, 
uropepsin was determined preoperatively and 
again 10-12 days after subtotal gastrectomy 
(Fig. 2). The mean output preoperatively was 
8560 units and postoperatively 2340 units, an 
almost four-fold decrease. In one case (Fig. 2, 
Case 8), there was a rise from 5000 units pre- 
operatively to 6300 units postoperatively without 
any apparent reason (the postoperative course was 
uneventful ). 


Subtotal Gastrectomy and Subsequent 
Stomal Ulceration 


In 14 patients who had undergone subtotal gas- 
trectomy for peptic ulcer, and who subsequently 
developed recurrent ulceration at or near the 
stoma, the range of output of urinary pepsinogen 
was 2300 to 16,000 units with a mean excretion of 
5540 units. This is nearly twice the mean output 
seen in the preceding group of cases of uncompli- 
cated gastric resection, being in the range of those 
patients with duodenal ulceration (and in fact is 
a higher mean than in the 117 patients with duo- 
denal ulcer that we studied). 
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Gastric Atrophy 


There were 12 patients in whom the diagnosis . 
of “atrophic gastritis” (gastric atrophy) was made_ 
by the gastroscopic appearance of the stomach and 
by mucosal biopsy. In some cases the atrophy was 
generalized, in others it was patchy. The uropepsin 
excretion ranged from zero f> 1900 units with a 
mean output of 440 units per 24 hours. 


Acute Gastritis 


In six patients with acute superficial gastritis 
characterized by nausea, vomiting, hzmatemesis, 
epigastric distress and typical gastroscopic findings 
of acute mucosal inflammation, the output of uro- 
pepsin ranged from 600 to 9000 units with a mean 
of 4650 units. 


Pernicious Anzemia 


In 14 patients with proven pernicious anzmia, 
the urinary pepsinogen levels ranged from zero to 
800 units with a mean output of 290 units per 
24-hour period. There were no gastroscopic or 
radiological findings suggestive of malignancy. 
There was no difference in output between male 
and female patients, nor did the length of time 
the disease had been present appear to affect the 
pepsinogen excretion. 


DISCUSSION 


From these results it is evident that there is a 
considerable overlap between the ranges of levels 
found in normal healthy people and. those with 
various gastro-intestinal diseases, and also among 
the different disease groups themselves. Although 
comparison of mean outputs of uropepsin in the 
various disease entities (Fig. 3) shows what ap- 
pear to be significant differences, the wide range 
of values found within many of the groups pre- 
cludes any conclusive reasoning in the individual 
case. While only 22.5% of normal healthy persons 
failed to fall into an arbitrarily chosen normal 
range of 1600 to 3000 units, 25% of patients with 
duodenal ulcer and 63% of patients with benign 
gastric ulcer excreted less than 3000 units in 24 
hours. These findings are in contrast to those of 
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Fig. 3.—Comparison of the mean output of uropepsin in 
normal subjects and patients with various conditions. 
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Gray, Ramsey and Reifenstein,t who found no 
patients with duodenal ulcer excreting less than 
3000 units, and only 22.5% of patients with benign 
gastric ulcer excreting 3000 units or less per 24 
hours. Although our results were similar to the 
reports* * 7° that the average pepsinogen excretion 
in patients with dupdenal ulcer is considerably 
higher than that in a group of normal subjects, 
this high percentage of low and normal values in 
the presence of duodenal ulceration certainly 
reduces the usefulness of the test in the diagnosis 
of this condition. As has previously been reported,* 
there was a decrease in the average uropepsin 
output of female patients with duodenal ulcer as 
compared with male patients. Others®™ have 
found that women with duodenal ulcer excreted 
normal amounts of pepsinogen. That women under 
40 years of age with duodenal ulcer excrete less 
uropepsin than men, while over this age outputs 
are comparable in the two sexes,‘ was not con- 
firmed. In several of the cases of duodenal ulcer 
with uropepsin excretion of less than 1000 units 
per 24 hours, attempts to demonstrate a pepsin 
inhibitor in the urine were unsuccessful. No con- 
comitant disease, such as Addison’s disease, myxce- 
dema or pernicious anzemia, was found to account 
for the low pepsinogen excretion in these patients. 


An almost comparably wide range of uropepsin 
output was found in those patients with benign 
gastric ulcer, the mean falling amid the normal 
range. The lack of significance of the test as a 
diagnostic measure is readily apparent in gastric 
ulceration. Some authors* * * have found that those 
ulcers below the angulus of the stomach (the 
so-called antroduodenal group) were associated 
with higher uropepsin outputs and behaved like 
duodenal ulcers, while lesser curvature ulcers in 
the upper two-thirds of the stomach were associated 
with normal pepsinogen ‘excretion. We were unable 
to confirm this finding; in fact, the reverse appeared 
true, the pyloric, prepyloric and juxtapyloric ulcers 
being associated with a much lower excretion 
than those higher up in the stomach. Although it 
has been stated that values of less than 1000 units 
per 24 hours in the presence of gastric ulceration 
are highly suggestive of malignancy,** there 
were 33% of benign gastric ulcers in this series 
in which excretion fell below this level. The test 
would appear to have limited value in differen- 
._tiating between benign and malignant ulcerating 
lesions of the gastric mucosa. Balfour™ has stated 
that the uropepsin output is normal in resectable 
cancer and low in inoperable cancer, and is 
generally proportional to the gastric acidity. The 
latter part of this statement was confirmed in our 
study, for in those patients with carcinoma, uro- 
pepsin levels were roughly proportional to the 
free hydrochloric acid levels in the gastric secretion. 
The level of pepsinogen excretion gave no definite 
indication of the extent of the lesions in the 
stomach. It appeared, however, to be related in 
many cases to the area of destruction of the gastric 
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mucosa by the neoplastic process, but since re- 
sectability is as dependent on the stage at which 
a particular carcinoma begins to metastasize and 
the degree of adjacent tissue involvement as on 
the degree of mucosal destruction, it does not seem 
justified to expect a correlation between resect- 
ability and the pepsinogen excretion. 

To utilize the uropepsin test as a screening 
procedure for gastric malignancy in a cancer 
detection program would result in failure to detect 
the disease in a large number of cases. In our 
series, 50% of the patients with gastric carcinoma 
had pepsinogen outputs above 1000 units per 


_.24 hours. 


In all but one case there was a marked reduction 
of urinary pepsinogen excretion measured 10-12 
days after gastric resection for duodenal ulcer, as 
compared with the preoperative levels (Fig. 2). 
The values obtained postoperatively were with 
two exceptions in the low or normal range, and 
these levels are roughly proportional to the amount 
of gastric mucosa remaining postoperatively. With 
relatively low or normal uropepsin excretion in 
patients who have undergone subtotal gastrectomy, 
it was a striking feature that in patients with 
recurrent ulceration at or near the stoma, uropep- 
sin excretion was twice that in the uncomplicated 
group. Only one -of the. 14 patients with stomal 
ulceration excreted less than 3000 units per 24 
hours. This increased output is probably the result 
of hyperactivity of the remaining gastric mucosa, 
and consequently the uropepsin determination 
appears to be useful as a diagnostic test where 
recurrent ulceration is suspected. This is especially 
true in light of the fact that intubation gastric 
analysis is technically difficult and frequently un- 
reliable in the gastrectomized patient, and so often 
shows low levels or complete absence of free hydro- 
chloric acid where a much higher degree of acidity 
is known to exist. 


The presence of patchy or diffuse atrophy of 
the gastric mucosa was associated with absent or 
low excretion of pepsinogen, as has been found by 
others.’® 1? In those patients with acute superficial 
gastritis, there was a wide range of uropepsin 
excretion, the majority excreting moderately 
elevated amounts of the énzyme. Low levels in 
association with acute inflammation probably 
represent a superimposed acute inflammatory re- 
action on a hypofunctioning atrophic mucosa. 


The finding of absent or low pepsinogen excre- 
tion in patients with pernicious anemia has been 
consistently reported by all the authors who have 
written on this subject. While some have found 
complete absence of the enzyme in all cases of 
pernicious anzmia, it is not necessary to postulate 
that the small amounts seen in some patients 
represent pepsinogen from extragastric sources, 
since gastric biopsies of patients with pernicious 
anzemia frequently show the persistence of some 
chief cells when parietal cells can no longer be 
recognized.** 
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Gastric test meals using alcohol and histamine 
were performed in over 90% of the patients in this 
series. Although the urine and gastric samples 
were not collected. simultaneously, only a very 
rough relationship was noted between the degree 
of acidity and the uropepsin values. The only 
suggestion of a linear correlation between the uro- 
pepsin and the gastric acidity was at the upper and 
lower ends of the scale; that is, patients with duo- 
denal ulcers and high gastric acidity frequently 
had elevated urinary pepsinogen levels, while pa- 
tients with pernicious anzemia, gastric atrophy and 
carcinoma, in which achlorhydria always or fre- 
quently is present, had absent or low uropepsin 
excretion. This lack of a positive linear correlation 
between these two components of gastric secretion 
invalidates any inferentia] reasoning concerning 
either, when the level of one alone is known. In a 
recent paper by Poliner and Spiro,"* the dissocia- 
tion of the gastric secretory components is well 
shown. One interesting observation in the group 
of patients we studied was the finding in three 
cases of complete absence of urinary pepsinogen 
excretion in the presence of free hydrochloric acid 
in the gastric aspirate. Two of these patients had 
over 50 units of free hydrochloric acid in the gastric 
secretion, while the third had only 11 units of 
free acid. In one other study,’* two such cases 
are reported. Further histological and _ gastric 
secretory studies are necessary in these patients 
before the significance of this dissociation can be 
ascertained. 


SUMMARY 


The excretion of urinary pepsinogen in normal 
healthy persons and patients with various gastro- 
intestinal diseases was studied. Although the mean 
outputs of pepsinogen in many of the disease groups 
show significant differences, the wide range of values 
found within many of the groups precludes any con- 
clusive reasoning in the individual case from a knowl- 
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edge of the urinary pepsinogen excretion alone. The 
test appears to have limited value in the differentiation 
between benign and malignant ulcerating lesions of 
the gastric mucosa. Increased pepsinogen excretion _ 
after subtotal gastrectomy is highly suggestive of re- 
current ulceration at or near the stoma. Consistency 
was further noted in the gastritides and in patients 
with pernicious anemia. Except for these few condi- 
tions, the failure to establish a consistent excretory 
pattern for uropepsin would seem to prevent its in- 
clusion in clinica] gastroenterology as a prognostic or 
diagnostic tool. 


We are sincerely grateful to Miss Maria Punak, R.T., 
for her technical assistance. 
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RESUME 


L’excrétion du pepsinogéne urinaire fut étudiée tant chez 
des personnes en santé que chez d’autres souffrant de 
diverses affections gastrointestinales. Méme si les moyennes 
d’excrétion accusaient des différences marquées entre les 
groupes de malades, les larges variations observées a 
lintérieur de chaque groupe nous empéchérent cependant 
de tirer quelque conclusion des etidlias-diaaelen ournies 
par le dosage du pepsinogéne urinaire. L’épreuve est limitée 
dans l'aide qu’elle peut apporter a établir la différence entre 
un ulcére gastrique bénin et un néoplasme malin ulcéré. 
Une augmentation dans Il’excrétion du pepsinogéne aprés 
une gastrectomie élargie suggére fortement l’ulcération de la 
bouche ou des environs. I] existe une certaine consistance 
dans les résultats obtenus dans les gastrites ou l’anémie 
pernicieuse. A part ces quelques applications, limpossi- 
bilité d’obtenir des résultats uniformes élimine l'emploi de 
cette épreuve dans la formulation du pronostic et du diag- 
nostic en gastro-entérologie. 





RESPIRATORY EFFECTS 
OF OBESITY* 


REUBEN M. CHERNIACK, M.D., F.R.C.P.[C],7 
Winnipeg, Man. 


IT Is WELL KNOWN that there is a high incidence 
of diabetes and hypertension in obese individuals. 
That obesity can also result in far-reaching deleter- 
ious effects on the respiratory and hzmatological 
systems has only recently been recognized.’ 


*From the Department of Medicine, University of Manitoba, 
and the Clinical Investigation Unit, Department of Medicine, 
Winnipeg General Hospital, Winnipeg. 


+tMarkle Scholar in Medical Science. 


Polycythzmia has been reported to be more pre- 
valent in persons who are obese,® and recently 
it has been postulated that marked obesity, in the 
absence of intrinsic pulmonary disease, may alter 
pulmonary function to such an extent that the 
effective alveolar ventilation is reduced and 
hypoxemia and secondary polycythemia result.?-> 
This has led to the description of a clinical syn- 
drome, dubbed the “Pickwickian syndrome” by 
Burwell and his associates.” } 

This syndrome is characterized by extreme 
obesity, cyanosis, twitching, and a.tendency to- 
wards excessive lethargy, somnolence and drowsi- 
ness, with periodic breathing. In addition, right 
ventricular hypertrophy and congestive heart failure 
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may develop. Laboratory investigation of these 
patients has revealed a reduction in the amount of 
ventilation effectively reaching the alveoli, leading 
to arterial hypoxemia and hypercapnia, as well 
as pulmonary hypertension and polycythemia. 


Although excessive obesity is considered to be 
the prime factor in the development of this syn- 
‘drome, the exact mechanism by which excessive 
weight leads to hypoxia and hypercapnia has not 
been adequately explained. Fairly general agree- 
ment exists that the basic physiological defect in 
this syndrome is a reduction in the aveolar ven- 
tilation, and it has been suggested that this is 
due to an increased work of breathing in obesity.* ° 


In a recent study in our laboratory, pulmonary 
function and the oxygen cost of breathing, used 
as an index of the work of breathing, were assessed 
in 26 people who weighed at least 25% more 
than the ideal for their height and age and in 
whom there was no clinical evidence of cardiac or 
pulmonary disease.’ Despite no clinical evidence of 
pulmonary or cardiac disease, two-thirds of these 
obese subjects were hypoxic and almost one-third 
also had carbon dioxide retention. In all, the 
physiological dead spaces were within the normal 
range, but tidal volumes were low in the hypoxic 
individuals, and were even lower in the subjects 
with hypoxia and carbon dioxide retention. Thus 
as the effective alveolar ventilation decreased, the 
oxygen tension tended to fall and the carbon dioxide 
tension to rise. 

In addition, it was found that the work of 
breathing, as reflected by the oxygen cost of breath- 
ing, was increased in the obese. The mean oxygen 
cost of breathing in normal subjects was 1.2 ml./I. 
ventilation, and was almost three times greater in 
the obese subjects, being 3.45 ml./l. ventilation. 
An example of the work of breathing in an obese 
and a normal person is shown in Fig. 1. It can be 
seen that, in the normal individual, a considerable 
increase in ventilation could be achieved without 
‘much change in work of breathing. In the obese 
individual, the work increased considerably with 
a slight increase in ventilation, and increased pre- 
cipitously with a further increase in ventilation. 
This study further suggested that the increased 
work of breathing was due to an increased re- 
sistance of the “thorax” to distension. 


In this study the work of breathing correlated 
directly with resting arterial carbon dioxide tension, 
and inversely with alveolar ventilation. This sug- 
gests a definite relationship between alveolar hypo- 
ventilation, with its resultant hypoxemia and hyper- 
capnia, and an increased work of breathing in 
obesity. Thus the so-called “Pickwickian syndrome” 
probably develops in the obese individual when 
the work of breathing becomes increased. This 
would be even more exaggerated if an obese 
person developed a bronchitis or other lung disease 
leading to an increase in work of breathing. 
Conversely, in’ individuals with chronic lung dis- 
ease whose work of breathing is already increased, 
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Fig. 1.—The changes in oxygen consumption associated 
eo aaa in ventilation in an obese and a normal in- 
vidual. 


the development of obesity would lead to a further 
increase in the work of breathing and contribute 
to the development of alveolar hypoventilation and 
the consequent hypoxemia and hypercapnia. That 
the hypoxia and hypercapnia can be markedly 
improved by weight loss is demonstrated in the 
following case. 


CasE 1.—W.W., a 51-year-old white farmer, 
5’ 4” tall, was in good health except for some shortness 
of breath of ten years’ duration until the summer 
of 1955. At this time his wife noticed that he was 
excessively fatigued, and that on four occasions he 
was extremely difficult to wake in the morning, being 
confused and cyanotic. In retrospect she remarked 
that he had been duller than usual for several years, 
had been complaining of headaches, and had been 
unable to run his farm without help for the previous 
five years. 

In August 1955, while harvesting in a dusty atmos- 
phere, he became very drowsy, and could not be 
awakened the following day. He was taken to hospital, 
where two litres of blood was removed by venesection 
and oxygen was administered, but he remained un- 
conscious for four days. Fluoroscopy of his chest was 
negative; the electrocardiogram revealed “P pulmonale” 
and right axis deviation. The hemoglobin value was 
19.6 g. %, and red cell count 6.5 million/c.mm. After 
his discharge from hospital, phlebotomy was performed 
once weekly for over a year. However, he continued 
to complain of excessive fatigue and headaches, and 
inability to work his farm. 

In January 1956, when he weighed 194 lb., the 
physical examination was essentially normal. Blood 
pressure was 130/80 mm. Hg. The spleen was not 
palpable. The hemoglobin value was 16.8 g. %, R.B.C. 
5.9 million, W.B.C. 11,000, and the hematocrit 54%. 
The vital capacity was 94% of predicted normal while 
the maximum breathing capacity was 66%. The arterial 
oxygen tension was 56 mm. Hg,’ and CO, tension 
65 mm. Hg. 

In August 1957, he became excessively drowsy and 
lethargic. His legs began to swell, there was further 
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Fig. 2.—The association between weight loss and _ vital 
capacity, maximum breathing capacity and arterial blood 
gas tensions. 


weight gain and he noted increasingly severe shortness 
of breath. 

He was admitted to hospital in October 1957, 
weighing 225 Ib. At this time he was confused, 
drowsy, markedly cyanotic and dyspneeic. There was 
bilateral papilloedema. The neck veins were engorged, 
and there were rales in both lung bases. The heart 
was enlarged. B.P. was 160/80 mm. Hg. There was 
pitting cedema up to the knees. Considerable twitch- 
ing of the extremities was noted and there was a 
flapping tremor of the hands. 

Chest film revealed gross enlargement of the heart 
with accentuated lung roots and pulmonary markings. 
The ECG showed right axis deviation and sharp P 
waves in leads 2 and AVF. The electroencephalogram 
showed a widespread abnormality with increased slow 
waves. 

Ventilatory function was markedly reduced; arterial 
pO, was 28 mm. Hg and arterial pCO, 88 mm. Hg. 
Total blood volume was 8129 ml. (47% excess) and 
the red cell mass was 4471 ml. (72% excess). 

Administration of digitalis and diuretics resulted in 
a weight loss of 15 lb. He was then placed on a strict 
low-calorie diet which has led to continued weight 
loss (present weight 162 lb.) and marked clinical 
improvement over the past year. 

He is at present able to run his farm alone and 
has no dyspnoea, fatigue or excessive drowsiness. In 
retrospect he maintains that he has not felt as well 
in 15 years. 


TABLE I.—Btoop: VoLuME Cuanens ASSOCIATED WITH 
Wercut Loss 1n W.W. (Case 1). 


Date 


Oct. Jan. Oct. 
Predicted 1957 1 958 1958 


Weight (Ib.)......... 215 176 169 





Plasma vol. (ml.)..... 2925 3658 3089 3015 
Red cell mass (ml.). . . 2600 4471 4074 3757 
Total blood vol. (ml.) . 5525 8129 7163 6772 
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The association between weight loss and ventilatory 
function and arterial blood gases is shown in Fig. 2. 
It can be seen that there was marked improvement 
in pulmonary function as weight was reduced. 

The changes in blood volume associated with weight 
loss are shown in.Table I. It can be seen that there 
was reduction in red cell mass and plasma volume. 
as his weight diminished. 


This case and others in the literature demon- 
strate that reduction of excessive obesity in itself 
is associated with marked improvement in pul- 
monary function and reversal of the polycythzemic 
state. 

This case also demonstrates the deleterious effects 
which result from hypoxia and hypercapnia. The 
progressive fatigue and headaches of increasing 
severity are probably the result of the altered 
blood gases. The confusion and drowsiness, and 
the unconscious episodes, are typical of severe 
hypoxia and respiratory acidosis. In addition the 
papillcedema noted on admission to hospital can 
be related to severe hypercapnia, since this has 
been described in emphysematous patients who 
have CO, retention.*?1 The alterations in the 
electroencephalogram are probably also the result 
of alterations in blood gases.’? 

Though this patient has exhibited marked im- 
provement of pulmonary function with weight loss, 
the arterial ‘gas values are not yet normal. While 
this may be achieved with further weight loss, 
the possibility of mild pulmonary disease must be 
considered. 

The symptoms and signs due to the hypoven- 
tilation syndrome in the obese individual develop 
insidiously, and frequently have been present for 
a long time without patient or relatives realizing 
their presence. The obese patient who is hypo- 
ventilating might therefore be likened to the 
myxcedematous individual. In both, the insidious 
nature of the development of the signs and 
symptoms and the resulting dulling of the sen- 
sorium, and possibly confusion, frequently delay 
the initial visit to the physician for medical atten- 
tion. The insidiousness of this syndrome is pointed 
out by the fact that it was only in retrospect that 
the family volunteered a history of headache and 
progressive fatigue. 

Thus it can be seen that even in the absence of 
obvious clinical lung or heart disease, the obese 
individual may be suffering from deleterious effects 
on the respiratory and hematological systems, 
which in turn may affect the sensorium and pro- 
duce neurological signs. These far-reaching effects 
of obesity emphasize and underline the preventive 
and therapeutic implications of excessive weight, 
with or without pulmonary disease. 
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RESUME 
Les répercussions de la grande obésité sur le mécanisme 
de la respiration ont été Tobjet de recherches depuis 


A DYSPHASIA 
REHABILITATION CLINIC 


C. M. GODFREY, M.D., Toronto 


Durinc the past year we have operated a dysphasic 
rehabilitation clinic in the Department of Occupa- 
tional Therapy, Sunnybrook Hospital, Toronto. The 
clinic was operated by this department for two 
reasons: no full-time speech therapist was avail- 
able, and there was a desire to see if such a 
project could be handled by the department. 

Traditionally the workshop has been an excellent 
area of contact with dysphasic patients. They have 
usually suffered cerebrovascular accidents with 
hemiplegia, and in the course of their physical 
rehabilitation attempts are made to improve their 
speaking ability. Usually the attempts are made 
by one occupational therapist working with one 
patient. It was felt that as therapy for dysphasics 
consists in a large part of multi-sensorial stimu- 
lation, this stimulation could be given in a class 
setting, and this class could be organized by the 
occupational therapists. Of even greater im- 
portance than any formal type of stimulation was 
the fact that dysphasics treated in a group might 
derive all the benefits which accrue from group 
therapy of any order. 

Patients were referred from the wards of Raney 
brook Hospital, a 1450-bed veterans hospital, to 
the Department of Physical Medicine, Initial assess- 
ment included appraisal of physical disabilities, 
especially visual and auditory defects and require- 
ments necessary to put the man back to indepen- 
dent living status. Language function was also 
assessed. The patient was then seen by the re- 
mainder of the rehabilitation team. 

The psychologist attempted to assess the damage 
which had been done to the central nervous system, 
by measuring intelligence, ability to do abstract 
thinking, etc., with a view to determining whether 
any change could be detected over the periaqd of 
treatment. It was found that the usual routine 
tests, such as the Halstead-Wepman aphasic in- 
ventory and- adaptations of intelligence tests, 
were too bulky or time-consuming to be of use. 
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quelques années. Le syndrome de l’obésité dite “de Pick- 
wick” comprend de la cyanose, des tics convulsifs, une 
tendance a la somnolence a |’assoupissement et a la léthargie, 
et une respiration périodique. Toutes ces manifestations 
cliniques semblent dépendre d’une diminuation de la ven- 
tilation alvéolaire. Les épreuves de fonctions respiratoires 
montreat un espace mort normal mais un air courant 
diminué. Ce déficit proviendrait d’une augmentation de la 
résistance thoracique a |’expansion. L’effort que demande 
la simple respiration chez lobése éléve son taux de con- 
sommation d’oxygéne. L’auteur rapporte un cas de grande 
obésité avec tout son cortége de symptémes respiratoires; 
le malade obtint une amélioration remarquable par simple 
amaigrissement. 


They also added an artificial note, and often a 
more accurate assessment could be made _ by 
clinical judgment in addition to formal test results. 


The social worker determined the pre-morbid 
personality, work habits, hobbies, and the family 
constellation, We were particularly interested to 
know whether the patient had previously been of 
an outgoing oral nature. Social workers turned up 
clues which were of assistance in the re-training 
of the patient; for example, one report mentioned 
that the patient had always been a keen crossword- 
puzzle fan, with the result that we were able to 
fashion some of his re-training on a crossword- 
puzzle basis. The social service department was 
used as a follow-up organization to maintain contact 
through the social workers in the different parts 
of the province. 


The speech therapist assessed the patient's 
specific disability and its intensity, suggested group 
therapy if required, and laid out a general plan of 
speech and language rehabilitation. If the patient 
required individual treatment, he received more 
specific assistance from the speech therapist, but if 
group therapy was indicated a general plan of 
therapy was made, i.e. the speech therapist might 
suggest copying, left-handed writing training, oral 
or auditory stimulation, or specific directions of that 
nature, The speech therapist saw the patient three 
months later to assess what progress had been 
made and, if necessary, changed any prescription. 


The patient then began a full day’s rehabilitation 
program which included, as required, physio- 
therapy exercises, gymnastics, walking, pool work, 
occupational therapy and speech rehabilitation 
class. An attempt was made to give a balanced 
program, keeping in mind the necessities of self- 
help. 

At the dysphasia rehabilitation clinic the patient 
was seen by the occupational therapist, and a tape 
recording of his speech ability was made. We 
used a standard series of questions which could 
be repeated later. We tried to use the same 
therapist to assess speech ability. We tried to group 
patients by age, disabilities, and compatibility. 
Classes were held between 9 and 12 in the morning 
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and lasted approximately one hour per day. It 
was felt necessary to hold them in the morning, 
because usually people who have had cerebro- 
vascular accidents tend to tire quickly. However, 
it was found that patients did not tire after an 
hour’s session, and indeed were often anxious for 
more. At the end of each therapy period, coffee 
was served in the classroom with the therapist, 
and a short social period was held. There were 
up to six student-patients per class, 

We used two occupational therapists for one hour 
each daily, giving actual therapy. They had had 
no previous training in speech therapy apart from 
the lectures received in the occupational therapy 
course. They had previously worked with dysphasic 
patients. Usually it required an additional half 
hour to prepare material for the lesson. Much of 
the success of the project was due to their en- 
thusiasm and initiative. 

Presentation material consisted of auditory, 
visual and tactile stimulation using objects found 
in any occupational therapy department. Our aims 
were modest for severe dysphasics and we were 
happy to accept a basic vocabulary of approxi- 
mately one hundred words, including name, ad- 
dress, and simple wants. Of course, this expanded 
rapidly later. 

Materials consisted of a blackboard with coloured 
chalk, calendars, maps, clip boards, ruled paper, 
and carpenter’s pencil. For visual stimulation the 
therapist used pictures from magazines of familiar 
objects such as shirts, shoes, spoons or razors for 
identification. In addition, letter cards and bingo 
cards, using a bingo-style format in order to pick 
out letters, shapes, forms, colours and numbers, 
were utilized. Match-ups using colour identification 
were used. For tactile stimulation we had letter 
cut-outs or sandpaper cut-outs for finger tracing. 
For auditory stimulation we used tape recordings 
of speech and sound, singing and telephone. It 
was often found that the patient could speak better 
on the telephone, this possibly demonstrating that 
psychological situational factors are significant 
operational variables in performance of dysphasic 
patients. 

The occupational therapist acted as a teacher, 
continually going over key simple words which 
are used in everyday life. At the same time she 
preserved the traditional rapport of the occupa- 
tional therapist, and it was found that both dis- 
ciplines worked well together. We operated on 
the theory that if enough key words could be 
learned, a “gestalt” could be established and the 
patient could then rapidly improve his language 
ability. It was felt that understanding and con- 
sideration expended on the patient helped him to 
accept his disability and live within its limits with 
some lessening of his anxiety and defensive mechan- 
ism of depression and withdrawal. ‘ 

During nine months 38 patients were referred 
and took part in the program. These were random 
referrals taken in order. Assessment of results 


GopFREY: DyspHAsIA REHABILITATION 617 


was difficult, in that there was no really objective 
way to measure’ the disability. We accepted a 
consensus of opinions from the physiatrist, psycho- . 
logist, speech therapist, social worker, ward nurse 
and the ward physician, Criteria of classifications 
were as follows: 


1. Good results.—Patient’s ability to communicate, 
and social adjustment, improved. 


2. Fair results.Ability to communicate did not 
improve, but patient more readily fitted into group 
activity and showed more ability to cope with his 
home situation. There might be a decrease in de- 
pression and in emotional lability. 


3. Unchanged.—Patient’s ability to communicate 
and his participation in the program and his per- 
sonality did not change. 

Of the 38 patients seen, results were graded as: 
good, 14; fair, 16; unchanged, 8. Initial diagnosis as 
far as dysphasia was concerned was: predomin- 
antly expressive, 20; predominantly receptive, 3; 
mixed, 12; global, 3. 

It is probably significant that the percentage of 
“good” results is near the 37% which is approxi- 
mately the figure shown by many studies of different 
speech programs with dysphasics. One wonders 
whether the real therapeutic variable is not so much 
the specific speech therapy technique as the patient- 
therapist relationship. But above and beyond any 
measurable improvement in speech was the change 
in the patient’s behaviour—from a withdrawn, un- 
happy individual to an active member of a group. 


There were several observations during the 
program. Patients with a homonymous hemianopia 
were difficult to stimulate visually, and it was 
necessary to develop more auditory and tactile 
stimulation procedures. 


The patients were enthusiastic about the scheme 
and they rarely if ever missed a class. Indeed those 
who were self-propelled were usually quite early. 
This enthusiasm led to some difficulty in cutting 
some of the patients off treatment. There was a 
tendency for patients to pile up in the speech 
class, particularly as it might take a year or two 
of rehabilitation before the patient could be dis- 
charged. We were not geared to so heavy a 
program, 

During the year, seven of the 38 patients died. 
This was. not felt to be due to the program. 
However, it did raise the question whether inten- 
sive attempts at speech rehabilitation were worth- © 
while in terms of survival rate one to five years 
after. 

There was some problem in grouping the 
patients. We were undecided whether to have 
patients with similar levels of disability in the 
same class, or whether a class should consist of 
six dysphasics regardless of their disability. In 
favour of the latter view, it seemed that the less 
severely involved person either spent the time 
helping to instruct the others, with self-benefit, or 
became so impatient that he went ahead on his 
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own. Another consideration was the preparation of 
material, which was easiest if all patients were 
at about the same level. 

From the standpoint of the occupational ther- 
apist, the group was more interesting to handle 
than one patient. Because of the need to teach a 
class, there were some organizational details and 
difficulties such as preparation of materials. The 
therapists felt that they could reinforce their efforts 
in the special speech class by seeing that the 
patient was properly managed in the department. 
This management might take the form of a small 
-impromptu class with an individual patient over 
one specific work incident such as making a 
wooden tray. 

The therapist felt that the patient’s lability, 
which is consequent on a cerebrovascular accident, 
was greatly decreased once the patient had been 
in the class. Patients often became much more 
stable after a few days in class with the opportunity 
of observing other people with disabilities similar to 
theirs. 

We were deceived on two occasions by having 
patients referred to us as receptive dysphasics, 
who were later shown by a more thorough examin- 
ation to have hearing defects. 

It was possible, in many cases, to start the 
patient on an in-patient program and carry him 
on an out-patient basis after discharge. As part of 
our rehabilitation training, attempts were made 
to get jobs for patients who had made some 
recovery. 

We did not use controls in our study, as it was 
the intention to determine whether it was feasible 
to rehabilitate speech in an occupational therapy 
setting. However, three of our patients who showed 
fair results had been dysphasic for more than 12 
months before treatment was started, thus forming 
their own controls. It is planned to make a con- 
trolled study next year. Similarly, such factors as 
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handedness, educational background and _per- 
sonality will be correlated with the patients’ 
progress. 


SUMMARY 


This paper reports a pilot study undertaken in the 
occupational therapy division of the Department of 
Physical Medicine at Sunnybrook Hospital. The project 
involved using occupational therapists as speech 
therapists with groups of dysphasic patients. Thirty- 
eight patients were seen in a dysphasia rehabilitation 
clinic during a nine-month period. Results of this study 
are given, together with some observations on the 


““practicability of using occupational therapists for this 


type of work. 
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RESUME 


L’aphasie peut étre lobjet de rééducation verbale au 
cours de conversation a l’atelier de thérapeutique artisanale. 
Le malade recoit alors les avantages de la thérapie de 
groupe; ses aptitudes et ses passetemps préférés servent 
de motif a la récupération de ses fonctions. Les débuts 


doivent forcément étre modestes et chez les grands aphasi- 
gee on vise 4 créer un vocabulaire pratique de 100 mots 


ont certains sont des mots-clefs sur lesquels un gestalt 
peut étre fondé. Les exercices comprennent la copie de 
textes et l’écriture avec la main gauche. 

Cette expérience fut conduite a l’hépital de Sunnybrook 

ur vétérans (Toronto) avec l’aide de deux thérapeutes 

‘occupation sans formation orthophonique particuliére. La 
méthode devint si populaire auprés des malades qu’é un 
moment donné la classe fut encombrée d’anciens qui ne 
voulaient plus se résoudre a quitter. 

D’aprés l’impression clinique des médecins en charge, 
de bons résultats furent obtenus dans un tiers des cas. 
L’amélioration de la fonction verbale se réfléte dans la 
personnalité du malade. Les sautes d’humeur si fréquentes 
au cours des affections cérébro-vasculaires se font alors 
plus rares. 


Such problems are of more than theoretical 
interest of course, but meantime we are faced with 
the necessary and somewhat formidable task of 
attempting to provide a realistic therapeutic ser- 
vice. This article will therefore deal with some 
of the difficulties and dynamics involved in re- 
habilitation of aphasic patients. Tradition has pre- 
served the term aphasia; but we recognize that 
dysphasia is more frequently the more accurate 
term, since in actual practice the majority of cases 
have partial rather than total loss of language 
functions. For the purpose of this discussion, 
however, we propose to .use the terms syn- 
onymously. 

The question of re-training in aphasia is a con- 
troversial one. Many medical practitioners still hold 
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to the view that attempts at language re-training 
have little or no value in aphasic disturbances; 
and this opinion seems to be based primarily upon 
the belief that cerebral cells, once damaged, cannot 
undergo restoration of function. The concept of 
spontaneous recovery in the sense of physiological 
restoration is, however, accepted generally; and 
whatever recovery does take place is attributed 
solely to this “natural” process. This is based on 
notions that adjacent cerebral areas or the non- 
dominant hemisphere take over language functions. 
Other investigators, however, such as Goldstein, 
Butfield and Zangwill,? Weisenburg and McBride,’ 
Wepman,* and Berry and Eisenson,> claim that 
specific attempts at language re-training may 
appreciably influence not only the rate of improve- 
ment but also its extent. In contradiction to con- 
ventional medical practice, which traditionally 
withholds speech re-training until the spontaneous 
recovery process is thought to have been con- 
cluded, these workers feel that speech therapy 
should commence as quickly as possible following 
trauma. This is based on the assumption that it is 
important to provide the aphasic with as much 
language stimulation as possible from the be- 
ginning. 

Scattered throughout the medical literature are 
to be found brief references to speech and language 
disorders, but usually only inasmuch as such dis- 
orders are concomitant with more widespread 
lesions. With regard to the possibility of speech 
and language rehabilitation procedures there is a 
remarkable poverty of concern. The same neglect 
is reflected in the medical curriculum of our uni- 
versities and in the fact that patients may receive 
the best of physical care, only to live extended 
and isolated existences, still unable to function as 
useful members of society, because the vital modali- 
ties of communication remain limited as residual 
defects. This apparent indifference on the part 
of medicine is all the more surprising when one 
realizes that most speech surveys reveal that as 
many as 5% of the general population suffer from 
disorders of speech function, and we have every 
reason to believe that surveys confined to general 
hospital populations would show a considerably 
higher incidence. A recent survey at the Department 
of Veterans Affairs, Sunnybrook Hospital, Toronto, 
indicated approximately 10% to be suffering from 
speech and language defects of a disabling nature.*® 
When this omission on the part of medicine is 
realized, it is not surprising perhaps to learn that 
speech defectives have fallen easy prey to com- 
mercial organizations offering therapeutic services, 
not to mention being subjected to attempts at 
assistance by relatives, friends, and other well- 
meaning but misguided persons. 

It is understandable therefore that such neglect 
should have given impetus to the development of 
the profession of speech pathology — first in 
Europe and later on this continent. In Britain 
particularly, professional training colleges were 
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organized as one of the recognized medical 
auxiliary services, working both in hospital settings 
and in health clinics related to educational in- 
stitutions. To some extent this now applies to the - 
United States, but there the majority of such pro- 
fessionally qualifiéd people are trained and work 
within educational institutions; evidently only a 
very small minority prefer to associate themselves 
with medical faculties and establishments, That the 
great need is now officially recognized in Canada 
by the medical profession is symbolized by the 
creation of a training course in speech pathology 
and audiology within the Faculty of Medicine at 
the University of Toronto. Particular emphasis is 
being given to medical orientation in the training 
of personnel, with an expectation that they will 
be enabled to make their contribution to a philo- 
sophy of therapeutic holism which is now fortun- 
ately gaining adherents in rehabilitation pro- 
cedures. 

The concept of totality is particulary relevant 
in aphasia, which “is not a disease but rather a 
symptom complex”.® In addition to disturbance in 
one language process affecting another, such as 
visual language impairment disrupting written 
skills, or auditory language impairment affecting 
expressive verbal skills, the aphasic usually suffers 
concomitant defects such as hemiplegia, dysarthria, 
intellectual deficit, and personality reactions in 
response to chronic illness of this nature, This is 
to say nothing of-other psycho-social factors related 
to family attitudes in response to the disaster, and 
vocational problems which arise in consequence. 
The speech therapist, by virtue of his specialized 
training and knowledge, should not only be well 
equipped to make therapeutic attempts directed 
towards specific language and speech disability 
but should also have a working knowledge and 
be capable of co-operating intelligently with 
persons in related specialties such as physical 
medicine, psychiatry, neurology, psychology, and 
social work. 

The aphasia rehabilitation project to be reported 
was formulated originally as an emergency mea- 
sure: to offer treatment facilities to aphasic patients 
in the absence of more adequate provision in 
terms of specialized personnel, technical equip- 
ment and accommodation.? The _ experience, 
however, proved so worth while that it is con- 
sidered worthy of fuller presentation for study and 
criticism. We are aware, of course, that the 
enquiry has many shortcomings and is open to 
adverse comments on methodological grounds. If 
the study is less than sound, it is at least subject 
to repetition by other workers with better experi- 
mental design, to refute or confirm our impressions. 


THe Group REHABILITATION PROGRAM 


By force of circumstances rather than by pre- 
meditation, the mechanics of speech re-training 
were not emphasized in this group rehabilitation 
program, which involved 38 aphasic patients over 





620 GoprFREY AND Dovuc.iass: RECOVERY IN APHASIA 


a period of 12 months. A typical physically oriented 
rehabilitation regimen was_ utilized including 
physiotherapy, excercises, gymnasium, walking, 
and pool activities, as well as conventional occupa- 
tional therapy procedures. Included, however, as 
a part of the day’s rehabilitation activities were 
“social-speech” group therapy sessions utilizing two 
occupational therapists who had only the most 
elementary knowledge of speech therapy tech- 
niques. Although these therapists offered some so- 
called “direct” language therapy, this of necessity 
was of a primitive nature owing not only to lack 
of specialized knowledge of the subject, but also 
to lack of technical aids in the way of equipment 
designed for language re-education. However, if 
the facilities available had no other effect, they 
did provide a focus of mutual interest and concern 
which obviously enhanced group cohesion and 
patient-therapist relationship, 

With the serving of coffee and the creating of 
an informal setting, it became obvious that a 
socio-psychotherapeutic process was in fact opera- 
tive. Because they were so involved and en- 
thusiastic about the project, the two occupational 
therapists were anxious to learn more of aphasia- 
therapy principles, but it was felt that their very 
lack of sophistication in this respect was in fact an 
asset rather than a deficit, and so they were not 
encouraged to acquire the complex technical 
terminology and concepts current in the literature 
on aphasia and clinical psychology. Implicit within 
the speech-social group climate was an enthusiasm 
and initiative on the part of the therapists which 
had a “natural” and “warm” character and which 
might only too easily become a studied and self- 
conscious effort with the acquisition of technical 
knowledge in these matters. There could be no 
doubt that patient-therapist relationships were of 
such a nature that the patients were responding to 
this factor, gathering from it support and strength 
in consequence of which there were obvious signs 
of markedly reduced anxiety, lowering of defensive 
attitudes, less withdrawal from human relation- 
ships and lifting of depression, Although in some 
cases language functions themselves did not parti- 
cularly improve, the patient's ability to accept the 
limitations of disability, and to acquire relatively 
objective unemotional attitudes and to relate to 
others, was a striking and impressive feature. 


ASSESSMENT OF GROUP MEMBERS 


Groups were restricted to not more than six 
patients, this being felt to be the optimum number 
for effective interpersonal contacts. An attempt was 
made to group patients in terms of age, extent of 
disabilities, and compatibility of personalities. 
Initial investigations were made which included 
assessments of physical disabilities, including 
especially visual and auditory defects. Psychologists 
attempted to assess damage to the central nervous 
system with a view to determining changes both 
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before and during the therapeutic period. Because 
of the communication difficulty inherent in aphasia, 
the conventional psychometric tests were felt to 
be inadequate. No universally acceptable and 
standardized psychological tests exist as yet which 
are applicable to persons suffering from aphasia. 
Furthermore, it was felt that formal tests intro- 
duced an “artificial” character, and often more 
accurate assessments could be made by clinical 
judgment. 

The consulting speech therapist assessed the 
speech impairment, pointing up specific language 
modalities which remained relatively intact and 


..tby means of which communication could best be 


established with the patient in group therapy. 
If it was felt that group therapy would penalize 
the patient in that he would not receive specialized 
speech therapy, he was excluded from the group 
and received individual attention. 

Language was re-assessed for all patients after 
every three-month period during group therapy. 
Although in these ratings a standard aphasic test 
protocol was utilized for the sake of uniformity and 
later comparison, the assessments were arrived at 
by clinical judgment in a setting of informality. 
This procedure took longer perhaps than the ad- 
ministration of a systematized test, but it was felt 
that more realistic and accurate assessments were 
possible in this way, as opposed to the anxiety- 
arousing elements in formal testing where so many 
more variables give rise to false and inconsistent 
results. 

The social work department interviewed the 
patient and family in an attempt to determine the 
pre-traumatic personality, vocational activities, and 
hobbies, and gain an impression of the family 
constellation. 

In the absence of tests giving reliable and 
objective measures of progress, clinical judgment, 
although subjective, is probably as satisfactory as 
any other available method, and in many instances 
more satisfactory. A three-point scale of progress 
was therefore utilized upon the basis of which 
ratings were made: 


1. Good results: language ability and psycho-social 
adjustment improved. 

2. Fair results: language ability showed no marked 
improvement, but patient better adapted to group 
therapy, hospital setting and home situation, together 
with a decrease in emotional lability and psychological 
reactions such as depression, withdrawal, and anxiety. 

3. Unchanged: the ability to communicate, to parti- 
cipate in a program, and personality features remained 
unchanged. 


Of the patients involved in the rehabilitation 
program, the initial language diagnoses were as 
follows: 


(a) Predominantly expressive aphasia.—Symptoms | 
predominant in inability to express by spoken or written 
symbols. 
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(b) Predominantly receptive dphasia.—Symptoms 
predominant in inability to comprehend spoken or 
written symbols. 

(c) Mixed aphasia.—All language process equally 
impaired, so that no one modality might be said to be 
superior. 


(d) Global aphasia.—All language processes so ex- 
tensively impaired that no preceding category was 
applicable. 


After therapy, the progress distribution was as 
in Table I. 


TABLE I. 


“Diagnosis tisiACt*w 
Progress Type No. Total range age 


Good results Expressive 13 14 33-83 57.0 
Receptive 
Mixed 
Global 











1 

Fair results Expressive =: 16 47 70 58.0 

Receptive 2 

Mixed 7 

Global — 
5 
3 


Unchanged 











Expressive 8 63-74 68.0 
Receptive 

Mixed 

Global 


The mean duration of the condition before 
therapy in 34 cases was 3.5 weeks; the remaining 
four cases were long-standing conditions ranging 
from eight months to two years. The patients 
ranged in age from 33 to 83 years. All patients 
were males who had suffered a cerebral vascular 
accident. None had received speech therapy before 
entering the group. 


RESULTS 


During the 12-month period of this program, 
seven patients died as the result of further cardio- 
vascular accidents, and although it was not felt 
that these were in any way precipitated by the re- 
habilitation program, their occurrence does raise 
the point whether practitioners should question 
the wisdom of intensive rehabilitation procedures 
when it is realized that the survival rate is ap- 
proximately one to five years. However, the age 
range of these patients was 62 to 75 years with a 
mean age of 68 years, and so one may perhaps 
postulate an optimum age for admittance to a 
rehabilitation program of this kind. 

It is generally believed that restoration of 
language function is more complete in younger 
than in older patients. The wide scatter in age 
range of our patients does not: permit conclusions 
in this respect, although it is to be observed that 
our data tend in the expected direction. 

As reported above, four of our patients had long- 
standing aphasic conditions, and it is interesting 
to note that, contrary to general medical belief, 
these “static” aphasics who were included in the 
“fair” category appeared to respond as readily, and 
showed improvement comparable to that in cases 
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of more recent onset. In this connection, one 
wonders about current concepts of spontaneous 
recovery and residual defects in aphasia. The 
general impression within medicine seems to be. 
that some degree of physiological restoration occurs 
during the initial recovery phase up to a period 
of approximately six months, after which the con- 
dition becomes static, and irreversible residual 
defects are to be found. 


DIsCUSSION 


Current concepts regarding the recovery process 
appear to be based upon very meagre scientific 
evidence. No sufficiently comprehensive and long- 
term follow-up studies seem to have been published 
which record in any detail this process, with the 
possible exception of one.® This was evidently 
concerned with traumatic aphasias, and reports: 
“of 394 patients, 43% showed ‘residual signs’ which 
would require re-education or psychotherapy. The 
other patients recovered spontaneously within the 
‘initial’ period,” but no further studies are available 
nor are there data concerning language recovery 
rates in cases of vascular and neoplastic origin. 

Re-assessment of our cases after therapy shows 
that approximately 37% of results were classified 
as “good”, which category, it should be noted, 
required the patients to achieve psycho-social as 
well as language adjustment, and 42% were classi- 
fied as “fair”, which required psycho-social adjust- 
ment only. It is to be observed, however, that all 
except one in the “good” category had expressive 
aphasia, which confirms the findings of other 
workers that expressive aphasics have the best 
prognosis for language recovery.?-**° It should 
be pointed out that our study was concerned with 
cases of vascular etiology; in the absence of basic 
research concerning spontaneous recovery rates in 
such conditions, the results reported cannot be 
accepted as scientific evidence for the effectiveness 
of therapy but may well represent only the spon- 
taneous recovery rate. Not only is there a poverty 
of data in this respect, but there are few published 
studies concerning the effectiveness of language 
re-training in aphasia which offer anything ap- 
proaching scientific evidence to support claims 
made for language restitution as the result of 
therapy. Three studies are available which do 
offer such objective evidence but they are only 
partially comparable to one another and to the 
present investigation because of numerous variables 
such as the etiological groups used, the age ranges 
involved, the duration of the condition before 
therapy, the duration of therapy and the rating 
scales employed. However, one such study,” in- 
volving 63 patients, reported that speech in one- 
half of the patients treated less than six months 
after the onset of the disorder, and in nearly one- 
third of those treated more than six months after 
onset, “was judged to be much improved after re- 
education.” This study was concerned with. trau- 
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matic, vascular and neoplastic cases, and the 
results reported were on the basis of oral speech 
alone. The results in terms of other and more 
general language modalities were “less satis- 
factory”. If we refer to the data concerning the 
vascular cases which comprised 19 of the total 
group, we find that 40% of those treated less 
_than six months after onset, and 22.2% of those 
treated after more than six months, were “much 
improved”. In addition, it is perhaps significant to 
know that the great majority of the patients in- 
volved in this study were young adults between 
20 and 45 years of age. 

The second study reported‘ involved 68 aphasics, 
the vast majority traumatic, with an overall age 
of 19-38 years, but who did not receive language 
therapy until six months after trauma. The original 
investigation utilized previous school-grade levels 
and educational achievements as evidence for the 
effectiveness of language therapy, but in order to 
compare the results subsequently applied the same 
rating scale as in the previous study” and reported 
51.5% “much improved”. 

The third and most recent study offering statis- 
tical evidence of the effects of language therapy’® 
is perhaps the most comparable to our own as 
regards the rating scale utilized, in that the vast 
majority of cases were of vascular etiology and 
in persons over 50 years of age. A four-point rating 
scale was used and the following distribution 
reported: excellent, 6.9%; good, 22.0%; fair, 
21.4%; and poor, 49.7%. 

Admittedly, comparison of data is difficult, but 
making due allowance for the variables involved, 
such as criteria of rating scales, varying etiological 
factors, duration of condition before re-education, 
extent and method of therapy, and age of patients, 
we see that claims for the percentage of patients 
improved by language therapy range between 
approximately 40 and 50%.. Since Luria’s study 
concerning spontaneous recovery rates® reports that 
43% showed “residual signs’, the implication is 
that 57% showed “no residual signs” and recovered 
completely. Such an implication suggests that it is 
this 57% which is comparable to the “most 
improved” categories of the reported studies related 
to the effectiveness of therapy, while the 
“improved” and lower-order categories by definition 
comprised patients who still had progress to make, 
that is, who still had residual signs. Clearly there 
is an imperative need for large-scale investigations 
to provide further data concerning spontaneous 
recovery rates, but meantime, on the basis of the 
only data available, any forms of therapy would 
have to demonstrate considerably more improve- 
ment than in 40 to 50%, in order to be considered 
as making a significant contribution if the spon- 
taneous recovery rate is 57%.* In fact, on the 
evidence available, there appears to be an inverse 


*It should be noted that Luria’s cases comprised young pa- 
tients with war wounds of the head in the acute period of 
recovery.—Personal communication, A. R. Luria, University 
of Moscew, March 1959. 
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relationship between recovery from aphasia and 
formalized re-educational language attempts! 
Such conclusions are of course tentative but 
nevertheless may be disquietening and raise some 
threatening questions for those of us engaged in 
therapeutic endeavours, Objectivity towards the 
available facts however is essential, and will, we 
hope, only give impetus to the development of 
studies designed to establish base lines in recovery 
rates against which other data may be compared. 
It may be difficult to relate recovery rates for 
“functional” disorders to those for “organic” dis- 
orders, but it is interesting to note that roughly 


_..comparable figures have been recorded concerning 


neurotic disorders,’ of which approximately 66% 
recover. Although speculative, it is fascinating to 
consider the possibility that some general factors 
are operative throughout many disorders and that 
the statistics reflect a clinical law, as yet little recog- 
nized or understood because of the meagre data 
available at this level of enquiry. We are not saying 
that “spontaneous recovery” is not a purely physio- 
logical process, nor are we saying that language 
therapy in aphasia rehabilitation is not beneficial; 
but we are saying that observation data indicate 
that we presently operate upon very unsound 
premises. Further progress in objectively measuring 
degrees of language disorder in aphasia, its changes 
during spontaneous recovery, and hence the effec- 
tiveness of therapy, is not possible until base lines 
concerning recovery rates are better established. 


Perhaps we may address ourselves in somewhat 
greater detail to some of these fundamental issues. 
There can be little doubt, for instance, that a pro- 
cess known as “spontaneous recovery” does occur in 
the sense that some degree of physiological restor- 
ation takes place in language and other functions. 
To view this as a purely physical process, however, 
without reference to the pre-traumatic and post- 
traumatic personality configuration and without 
reference to the patient’s social environment, would 
appear to be an obvious over-simplification. Some 
attention has been paid to the social and emotional 
aspects of aphasia,'*-’> but these studies are related 
to therapeutic method rather than to the influence 
of these factors during spontaneous recovery. We 
do not know whether the spontaneous recovery 
process is or is not a more or less exclusively 
physiological event and, if it is not, then what 
influence psychological, social, educational and 
indeed economic factors play at various age levels 
and in various types of aphasia. Until such facts 
are established, any claims regarding the nature of 
spontaneous recovery and any claims for the 
effectiveness of therapy are no better than specula- 
tion and subjective judgments. 

Although we realize that there may be social and 
ethical objections to the proposal, we suggest that 
it would be possible to obtain such data as out- 
lined above by controlled experiments involving 
detailed observational follow-up studies of aphasic 
patients in the various diagnostic and psycho-socio- 
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economic categories during the spontaneous re- 
covery period in a relatively impoverished environ- 
ment as opposed to a stimulating social environ- 
ment. Indeed, whether we like or not, owing to 
lack of rehabilitation facilities, conditions such as 
those required for such a study already exist, but 
we are not taking advantage of the otherwise 
negative conditions by making observations in 
accordance with research criteria. — 

Another basic requirement is that for valid and 
reliable methods of assessing degrees of dysphasic 
disorder. Because of the nature of the dysphasic 
disturbance, this is a particuldrly difficult problem 
with regard to which some workers*** ** are 
making valiant attempts. Meantime, in the absence 
of more objective tests, we must resort to clinical 
judgment; and this should not deter us from 
attempting to compare the effectiveness of various 
methods of therapy. Indeed, experiments should be 
designed to use control groups of patients not 
treated at all during the period. of the investiga- 
tion and compared with experimental groups 
receiving therapy. Comparative studies of various 
methods of therapy are also required in view of 
the fact that claims are made for numerous the- 
rapeutic approaches, while our study may indicate, 
among other things, that during the first 12 months 
of the recovery period at least, there is apparently 
little if any significant difference between “skilled” 
and “unskilled” therapeutic attempts in terms of 
functional recovery. Just what contribution lan- 
guage therapy makes in recovery from aphasia has 
not been unequivocally demonstrated. 


Many speech therapists appear to contribute to 
the belief that in aphasic language therapy some 
phonetic and mechanical approach is usually a 
necessary part, at least, of the therapeutic pro- 
cess.” 18 19 Resort is made frequently to re-educa- 
tional techniques for the stimulation of specific 
language modalities by means of auditory, visual 
and tactile methods employing, in a “modern” 
clinic, especially designed electronic equipment, 
such~as ‘voice recorders, amplifiers, tachistoscopic 
apparatus and visual aids of numerous kinds. The 
array of equipment is indeed often impressive, and 
one might wonder whether the equipment itself 
might not have a therapeutic effect upon the 
patient in terms of suggestion! However, we do 
not wish to depreciate the value of mechanical 
re-educational speech therapy techniques; perhaps 
such methods are of value. On the other hand, 
in the light of our recent experience and that of 
a few other workers who did not emphasize the 
mechanics of speech therapy,’ we urge that the 
therapeutic value of “direct” re-educational meth- 
ods be not over-estimated or the reasons for their 
apparent effectiveness be misplaced. As clinically 
experienced speech therapists know, the aphasic 
patient during therapy often makes gains in lan- 
guage functions quite unrelated to. the specific 
language modalities being stimulated. Not infre- 
quently, when. progress is being made, there is a 
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general rather than a specific language develop- 
ment; and this phenomenon is difficult to explain 
if we adhere to the effectiveness of singular re- 
educational techniques or methods in therapy. Re- © 
cent research, for instance, which investigated the 
relative effectiveness of “goal-directed” and “in- 
cidental learning” in predominantly expressive 
aphasics compared with a control group of non- 
aphasics demonstrated “that goal-directed instruc- 
tions, as compared with incidental instructions, 
produced higher recall scores in the non-aphasics, 
but not in the aphasics”.1 The inference seems to 
be that direct methods of learning for aphasics are 
not the most effective techniques, and one might 
well speculate therefore about a possible the- 
rapeutic agent that is operative yet evidently 
implicit in the recovery process. 

Empirical observations seem to point to a the- 
rapeutic variable present in the recovery process, 
whether this be during so-called spontaneous 
recovery or during formalized rehabilitation pro- 
cedures. Essentially the therapeutic element appears 
to be a psycho-social factor, but this is seldom 
made explicit or thereby fully utilized to enhance 
the recovery process. Only too frequently indeed 
is the patient left more or less to his own devices 
in this respect during the spontaneous recovery 
phase, while in formal therapy it often remains an 
unrecognized factor giving rise to the application 
of only the most primitive psychotherapy through 
the medium of tests, direct language re-educational 
methods and the various “tools” used by the the- 
rapist in conventional language therapy. A few 
workers have attempted to study the therapeutic 
process at this level of enquiry,* **"* and one in- 
vestigator has stated: “It is axiomatic to say that 
language therapy without psychotherapy is futile 
and often harmful in itself, for the aphasic patient 
who has recovered language, but has not resolved 
his behavioural adjustment problems, must be con- 
sidered an unsuccessfully treated patient”;* but the 
concept has actually received little real acceptance, 
in spite of the fact that language is generally 
conceded to be, for one thing if not primarily, a 
social activity. To state the matter concisely, the 
need for “milieu” therapy in the treatment of 
aphasics is obvious. 


It would be difficult indeed to find a more multi- 
functional disorder than aphasia, where it is so 
self-evident that an interdisciplinary approach to 
rehabilitation is essential. A holistic approach un- 
fortunately does not arrive merely as the result of 
paying lip service to the principle. The bringing 
together of workers in the various specialties 
concerned gives rise to problems of another nature, 
a discussion of which may best be reserved for 
another occasion. However, “although it is a new’: 
word, rehabilitation is an old purpose. All medical 
treatment has basically no other aim.”? Neverthe- 
less, we should be cognizant of the fact that the 
need to “do something’—to “treat the patient”— 
so dominates our present thinking and philosophy 
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that it is frequently carried out only at the expense 
of basic research requirements. Unless the function 
of research is constantly subserved, we may find, 
as we suspect in the instance of aphasia and its 
therapy, some erroneous basic assumptions, false 
inferences and inadequately understood therapeutic 
methods. We may thus remain complacent in 
-attributing effectiveness of treatment to methods 
of practice which are not in fact effective at all, 
or at least not for the reasons generally pro- 
pounded. . 


SUMMARY 


The outcome of a rehabilitation attempt in a group 
of 38 dysphasic cases is reviewed and compared with 
the only three additional studies offering statistical 
data to support claims made for the effectiveness of 
language therapy. 

It is pointed out that the improvement rates claimed 
as the result of language therapy do not compare 
favourably with those reported for spontaneous re- 
covery alone. 

The concept of “spontaneous recovery” as a purely 
physiological process without reference to psycho-social 
influences is called into question. The imminent need 
for the establishment of recovery rate base lines in 
various dysphasic groups is emphasized. 

Comparative studies are also advocated to assess the 
relative effectiveness of various therapeutic methods. 
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NOUVELLES OBSERVATIONS 
SUR LES AUTO-ANTICORPS EN 
PATHOLOGIE HEMATOLOGIQUE* 


JEAN-MARIE DELAGE avec 
lassistance technique de 
JULIETTE SIMARD, Québec 


Les MALADIES hémolytiques 4 auto-anticorps se 
produisent lorsque une propriété sérique déja 
existante s éléve a un titre considérable et, générale- 
ment, étend son rayon thermique en acquérant des 
caractéristiques nouvelles. C’est le cas des anémies 
a anticorps froids. Ou bien on voit apparaitre dans 
le sérum une propriété qui semble nouvelle, de 
détection parfois difficile. C’est le cas des anémies 
a anticorps chauds. La présente série, faisant suite 


*Laboratoire: d@’hématealogie de l’H6pital-.du- Saint-Sacrement, 
Québec. Travail subventionné par le Ministére de: la Santé. 
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RESUME 

Les opinions au sujet de Yorthophonie sont divisées 
entre ceux qui prétendent qu’une certaine recouvrance 
spontanée se produit aprés une lésion de l’encéphale, et 
les autres qui croient en Il influence constructive d'une 
thérapie spécialisée dirigée dans ce sens. Au cours d'une 
expérience décrite dans l’article précédent on a constaté 
que la thérapie revétue d’un aspect social (conversation en 
prenant le café, discussion technique au cours des séances 
d’artisanat, etc.) semblait soulever un intérét particulier 
chez les malades. Avant d’affirmer qu'une thérapie soit 
rentable elle doit montrer un taux d’amélioration supérieur 
a celui des améliorations spontanées. Dans l’aphasie, en dépit 
du petit nombre d’observations précises qu’offrent les 
auteurs, on estime que cette amélioration spontanée serait 
de lordre de 57%. Ce chiffre met donc en question la 
valeur de nos efforts. Une autre constatation inquiétante 
provient du peu de différence entre les résultats obtenus 
par un personnel de formation spécialisée et ceux d’amateurs 
enthousiastes. Il est évident que lorthophonie doit étre 
intégrée dans ]’ensemble des traitements de rééducation qui 
comprennent entre autres la psycho-thérapie et la kinésie 
thérapie. Cependant, quelle place occupe-t-elle dans cette 
discipline? Le désir d’aider l’aphasique 4 surmonter ses 
seaillenes ne doit pas nous détourner du besoin d’examiner 
de maniére critique l’efficacité de nos moyens. 


a une publication antérieure' comprend douze 
observations. Les voici résumées et ramenées a 
leurs grandes lignes. 


MATERIEL ET METHODES 


L’antiglobuline humaine a été préparée chez le 
lapin suivant la méthode de Slavin.? La trypsinisation 
des globules rouges a été faite suivant la méthode 
décrite dans la référence.* Le traitement des globules 
rouges par la pan-protéase s'est fait suivant la méthode 
décrite ailleurs.* Le prélévement du sang chez les 
malades se pratique 4 37° C., sur seringues et tubes 
préalablement portés 4 cette température. 


Les anémies a auto-anticorps, 

forme idiopathique* 

Cas 1.—A.M., consulte en 1955 pour ictére et anémie. 
La formule sanguine montre une forte anémie normocy- 


— 


*Le-tableau:E. résume.les principales données sérologiques. 
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taire, la leucocytose est élevée et on voit de nombreux 
sphérocytes sur frottis. La rate est palpable a trois 
travers de doigt sous les fausses cétes. Le test de 
Coombs direct est fortement positif. Le sérum du 
malade contient un auto-anticorps chaud. Cet anti- 
corps titre 4 1/256 en globules iso-groupes et milieu 
albumineux, 4 1/64 lorsque on procéde en globules 
rouges trypsinisés et 1/128 lorsque on titre au moyen 
de Ilantiglobuline. L’anticorps ne posséde aucune 
spécificité. Le patient est traité aux stéroides et la 
médication donne peu deffets. On pratique une 
splénectomie. L’intervention, sans guérir le malade, 
est suivie d'une diminution du nombre des crises. 
L’affection évolue maintenant depuis trois ans. Le 
patient a été admis récemment a l’hdpital pour ulcére 
perforé du duodénum. I] avait terminé un mois avant 
un traitement de trois semaines a la triamcinolone. 


Cas 2.—P.L., agé de six mois; cet enfant nous est 
amené pour anémie et ictére. La bilirubinémie in- 
directe est élevée. La réticulocytose se chiffre 4 45%. 
On observe de rares mais authentiques sphérocytes sur 
frottis. La température oscille entre 99° F. (37.2° C.) 
et 100° F. (37.7° C.). La formule sanguine décéle 
une déglobulisation intense, 4 2,000,000. L’hémoglobine 
est 4 5.4 g. Il y a 4% de normoblastes dans le sang. 
Le test de Coombs direct est positif. Le sérum du 
jeune patient agglutine tous les globules iso-groupes 
a 37° C., que les globules soient traités 4 la trypsine 
ou a la pan-protéase. L’anticorps ne posséde aucune 
spécificité.* Un traitement énergique 4 la triamcinolone 
et a la prednisolone améne une amélioration considé- 
rable. Aprés trois semaines de traitement, lhémoglobine 
est passée a 11 g., l'enfant se porte bien mais le test 
de Coombs direct demeure fortement positif. 


Les anémies a auto-anticorps, 
formes secondaires 


Nous étudierons maintenant quelques anomalies 
sérologiques rencontrées chez des patients atteints 
daffections diverses. Presque tous ces malades ont 
présenté une anémie explicable en grande. partie 
par la maladie causale. Mais la composante hémo- 
lytique qui sajoutait a souvent précipité lévolu- 
tion, toujours aggravé Tanémie et compliqué le 
traitement. 


Cas 3.—C.G.-E. Patient de 52 ans souffrant de 
leucose lymphoide chronique depuis quatre ans. Admis 
a lhépital pour syndrome fébrile, ulcérations buccales 
grisdtres et sanieuses de type agranulocytaire. Le 
Coombs direct est positif. Absence d’iso-anticorps en 
antiglobuline. Le patient décéde avant qu’on ait eu 
le temps de pousser les études sérologiques. 


Cas 4.—N.A. Patiente de 54 ans. Réticulo-endo- 
théliose aigué maligne. Test de Coombs direct positif. 
L’épreuve indirecte est également positive en globules 
iso-groupes. A 2° C., le sérum de la malade agglutine 
ses propres globules rouges 4 une dilution de 1/512 


alors que le titre des anticorps complets froids en iso-- 


groupe est de 1/8000. Si on traite les globules iso- 
groupes a la trypsine et qu'on les met en présence 


*Nous remercions le docteur Philip Levine qui a bien voulu 
étudier ce sérum et confirmer l’absence de spécificité. 
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du sérum de la malade, on obtient le titre imposant 
de 1/212,000. A 22° C., le titre en globules auto 
nest que de % mais il atteint 1/32 en globules iso- 
groupes (dilution en soluté salé isotonique). A la ~ 
méme température, les globules iso-groupes traités 4 
la pan-protéase donnent un titre élevé, soit 1/4096. 
Le titre obtenu avec les globules traités 4 la trypsine 
est le méme. Le Coombs indirect sur globules iso- 
groupes 4 37° C. est positif. Il s’agit donc d’un anti- 
corps froid, sous formes compléte et incompléte, a 
large rayon thermique. 


Cas 5.—T.H. Ce patient souffre de leucose lymphoide 
chronique. I] est admis d’urgence a l’hépital dans un 
état d’anémie aigué associée a un ictére franc de la 
peau et des conjonctives. Une transfusion d’urgence 
est prescrite. La technicienne prévient alors le médecin 
traitant que les croisements sont incompatibles a la 
majeure. De plus les globules rouges sagglutinent 
spontanément 4 22° C. et 4 37° C. Le sérum contient 
une pan-agglutinine chaude, titrant % en milieu 
albumineux et 1/16 en globules trypsinisés. Le titré 
en salin est de %. Le malade décéde quelques jours 
aprés son admission. 


Cas 6.—G.G. Leucose myéloide aigué avec batonnets 
d’Auer en grand nombre. Moelle typique. Anémie a 
8.8 g. d’hémoglobine. La bilirubine indirecte est 4 
1.9 mg. (normale du laboratoire: 0.2 4 0.8 mg.). A 
lélectrophorése, les gamma-globulines sont augmentées. 
Le test de Coombs est positif 2 37° C. et a 22° C. 
sur les globules rouges du malade et sur les globules 
iso-groupes. 


Auto-immunisation au cours de 
cancers gastriques 


Nous avons observé des anomalies sérologiques 
importantes dans deux cas de cancer gastrique. 
Chaque fois, le trouble avait été décelé au moment 
de pratiquer les croisements en vue de trans- 
fusions. 


Cas 7.—M.P. Patient atteint de cancer gastrique. 
Dans [institution ot il est hospitalisé, on trouve tous 
les. croisements incompatibles. L’étude du sérum révéle 
un taux trés élevé d’agglutinines froides. Le titre de 
Yauto-anticorps 4 2° C. est de 1/16384; a 22° C. le 
titre en globules auto- et le titre en globules iso-groupes 
est de 1/4096. Le phénoméne est totalement réversible 
a 37° C. 


Cas 8.—C.O. Patient atteint d’épithélioma anaplasique 
de l’estomac. L’hémoglobine est 4 6.4 g. et l’anémie 
de type hypochrome et microcytaire. Cependant, le 
test de Coombs direct et le test indirect sont fortement 
positifs 4 37° C. 


Chez ces deux derniers malades, nous n’avoris 
pu pousser les études sérologiques. L’un était hos- 
pitalisé loin de notre laboratoire et lautre est 
décédé peu de temps aprés que l’immunisation eit 
été découverte. 
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Auto-immunisations au cours 
affections diverses 


Cas 9.—B.G. Cette patiente présentait le tableau 
clinique du lupus érythémateux disséminé. Tempéra- 
ture a 101° F. (38.3° C.), lésions cutanées typiques, 
mauvais état général, haute sédimentation. La 
recherche des cellules du lupus est positive. L’hémo- 
_ globine est a 7.4 g. et lanémie est de type normo- 
cytaire. On note 1% de normoblastes dans le sang 
circulant et de la sphérocytose. Le tableau sérologique 
est assez particulier. Le Coombs direct est positif, 
jusqu’a une dilution de 1/250 de lantiglobuline. A 
37° C. on note que le sérum de la malade agglutine 
les globules compatibles au titre de 1/16 en milieu 


albumineux. L’action de l'agglutinine s’étend 4 toutes -~* 


les températures. A 22° C., on note un anticorps de 
type complet au titre de %, en globules auto- et en 
globules iso-. Le sérum agglutine les globules rouges 
iso-groupes au titre de 1/256 en albumine, 4 22° C. 
A 2° C., le taux des iso-anticorps complets est de 
1/256 tandis que celui des anticorps incomplets, par 
la réaction a Jlantiglobuline, s’éléve au taux peu 
fréquent de 1/2048. Un tel titre ne se voit jamais, 
selon notre expérience, lorsque l’on utilise une anti- 
globuline diluée 4 1/40 ou plus, comme cela est notre 
pratique. 


Cas 10.—L.A. Ce jeune patient fait une pneumonie 
a virus. Le dosage des auto-anticorps complets froids 
montre un titre de 1/1024. En globules iso-, le titre 
est de 1/256; ces deux taux sont nettement supérieurs 
4 ceux que l’on voit chez les individus normaux. L’anti- 
corps étend son action a 22° C. ou le titre nest 
cependant que de % sur les propres globules du malade 
et sur les globules iso-groupes. 


Cas 11.—B.R. Patiente hopitalisée pour troubles 
articulaires et pour mauvais état général. L’hémoglobine 
est 4 10.8 g. L’image pulmonaire fait fortement sus- 
pecter une sarcoidose.,Les globulines a-2 et y sont 
augmentées 4 l’électrophorése. Le test pour les euglo- 
bulines est positif. La seule anomalie sérologique 
constatée chez cette malade est une agglutinine 
complete titrant 4 1/16 4 22° C. 


Cas 12.—D.R. Ce jeune patient de sept ans a été 
traité pour un ensemble de symptémes trés particuliers. 
Il présentait un syndrome fébrile avec poly-adéno- 
pathie, foie et rate hypertrophiés. La formule sanguine 
est alarmante: lhémoglobine se chiffre a 6.8 g., la 
leucocytose est 4 13,000 et on note la présence de 
lymphocytes atypiques. Il y a de nombreux sphérocytes 
sur frottis. L’épreuve de la fragilité globulaire aux 
solutions hypotoniques donne des résultats légérement 
anormaux compatibles avec la présence de sphérocytes 
dans le sang mais ne donnant pas le tableau carac- 
téristique de la sphérocytose héréditaire. Epreuve de 
Ham négative. L’aspect clinique évoque plutdt le 
diagnostic de leucose aigué. Le myélogramme montre 
une élévation des cellules réticulaires, une lymphocy- 
tose 4 27.6% et 1% de cellules atypiques classées comme 
“leucoblastes”. Enfin, il y a forte hyperplasie normo- 
blastique 4 51%. Sous Yinfluence de transfusidns et 
de triamcinolone, lévolution se fait rapidement vers 
ce qui semble étre une guérison. Ganglions, foie et 
rate ont regressé, l’anémie et la sphérocytose sont 
disparues. La seule anomalie sérologique a été un 
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test de Coombs direct constamment positif durant la 
période aigué. Il est possible que nous ayons eu 
affaire ici 4 une infection virale avec hémolyse sura- 
joutée et lympho-réticulose médullaire. 


COMMENTAIRES 


Les douze observations que nous avons briéve- 
ment rapportées touchent a plusieurs secteurs de 
la pathologie. Si on considére l’étiologie, on voit 
que deux malades souffrent de la forme dite 
essentielle de l’'anémie hémolytique 4 auto-anti- 
corps. Dans les formes secondaires, le groupe des 
leucoses-lymphomes domine avec quatre cas. 
Viennent ensuite le cancer gastrique avec deux 
observations, puis le lupus érythémateux disséminé 
et la pneumonie a virus, avec une observation 
chacun. Deux cas ont été classés sous la mention 
“étiologie inconnue” aucune preuve de diagnostic 
formel n’ayant pu jusquici étre apportée. 


L’anémie.—Tous nos malades, sauf un, présen- 
taient de lanémie. Celle-ci est toujours nette, 
parfois grave. Le cas No. 10, qui présentait une 
augmentation des anticorps complets froids avec ex- 
tension thermique 4 22° C., constitue l'exception. 
Il n’est d’ailleurs pas fréquent que lélévation des 
anticorps froids qui accompagne souvent les 
pneumonies 4 virus soit suivie dune véritable 
anémie. Chez les 11 autres malades, tous anémiques, 
Yauto-sensibilisation n’explique pas 4 elle seule la 
déglobulisation. I] est évident que chez les patients 
1 et 2, l’'anémie est essentiellement hémolytique et 
quil y a relation directe entre l’anémie et la 
présence d’anticorps chauds. Dans les formes 
secondaires plusieurs facteurs entrent en cause 
pour expliquer l’anémie. Ainsi, les patients 3, 4, 5 
et 6 ont leur moelle envahie par la prolifération 
leucémique. L’hémolyse par auto-anticorps n’est 
qu'un facteur surajouté, non négligeable toutefois. 
En témoignent lélévation de la bilirubine in- 
directe, les clochers de température et, par-dessus 
tout, les difficultés, 4 vrai dire limpossibilité, de 
trouver un sang parfaitement compatible. Dans 
deux de ces cas, nous avons observé un ictére 
franc. Les transfusions étaient mal tolérées, méme 
si elles ont été administrées parcimonieusement. 
Les patients 7 et 8 souffraient de cancer gastrique. 
Les pertes de sang et les troubles d’absorption 
expliquent en grande partie Tanémie. Dans le 
cas Mme B. (No. 9) Yauto-hémolyse est la seule 
explication valable de Tanémie sévére. Dans le 
cas no. 1l, lanémie était modérée. Dans le cas 
no. 12, elle constituait élément dominant d'un 
syndrome adéno-spléno-hépatique dont létiologie 
na pu étre trouvée. 


Les anticorps (Tableau I) 


Si lon considére le rayon thermique, on voit que 
les anticorps chauds constituent la majorité. Cepen- 
dant, il arrive fréquemment qu’un anticorps étende 
son action a 22° C. La les taux sont généralement 
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Patient Coombs direct Auto-anticorps 
1. A.M. + incomplet 
2. P.L. + réaction positive avec dilution 
1/500 de l’antiglobuline, 38°C. 
3. C.G. + incomplet 
4. N.A. + en S.S.P., 22°C.: 1/2 
en trypsine, 22°C.: 1/1024 
en S.8.P., 2°C.: 1/512 
5. T.H. auto-aggl. incomplet 
6. G.G. + incomplet 
7. M.P. 0 complets 2°C.: 1/16384 
complets 22°C.: 1/4096 
8. C.O. + incomplet 
9. B.G. + réaction positive avec dilution 
1/250 de l’antiglobuline 38°C. 
complet, 38°C.: 1/2 
10. L.A. 0 complets 2°C.: 1/1024 
complets 22°C.: 1/2 
11. B.R. + incomplet 
complet 8.S.P., 22°C.: 1/16 
incomplet 


12. D.R. i 


TABLEAU I.—SeERoLOGIE DE 12 CAs D’AUTO-IMMUNISATION 
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Iso-anticorps 


en albumine, 38°C.: 1/256 
en trypsine, 38°C.: 1/64 
Aggl. avec dilution 1/640 de l’antiglobuline. 


en trypsine, 38°C.: 1/16 
en pan-protéase, 38°C.: 1/16 


Absence d’iso. 


titre 1/32 4 38°C.: dilution 1/40 
de l’antiglobuline 

en §.8.P., 22°C.: 1/16 

en trypsine, 22°C. : 1/4096 

en S.8.P., 2°C.: 1/8000 

en trypsine, 2°C.:1 /212000 


en albumine, 38°C.: 1/8 
en trypsine, 38°C.: 1/16 


non-recherché 





comme en auto 


non-recherché 


en albumine, 38°C.: 1/16 
en S.S.P., 22°C. : Vy; a 2°C.21/256 
en albumine 22° C: 1/256; 42°C.:1 /2048 (en Coombs) 


complets 2°C.: 1/256 
complets 22°C.: 1/2 


titre 14 avec dilution 4 1/40 de l’antiglobuline 


incomplet 


S.S.P.: Soluté salé physiologique; 0: réaction négative; en trypsine: sérum + globules rouges traités 4 la trypsine. 


plus faibles. C’est ce qui a été observé, par exemple, 
chez Mme N. (cas 4) et chez Mme B. (cas 9). 
Lorsquil y a anticorps chauds, Yanémie est 
généralement grave. Les cas 1 et 2 offrent deux 
exemples de l’évolution fort variable des anémies 
hémolytiques essentielles 4 anticorps chauds. Chez 
le case no 1, laffection évolue depuis prés de 
quatre ans, le titre de l’anticorps demeure sensible- 
- ment le méme. Le taux de Hb. se maintient entre 
7 et 10 g. Ni les stéroides corticaux 4 hautes doses 
ni la splénectomie n’ont nettement modifié la 
sévérité de la maladie. Le cas 2 est celui d'un enfant 
de six mois. L’évolution vers la guérison clinique 
sest faite rapidement sous la seule influence des 
stéroides. Guérison clinique mais non sérologique 
puisque l’épreuve de Coombs demeure toujours 
positive. 


Quelques considérations techniques 


On a pu voir que plusieurs méthodes ont été 
mises en ceuvre dans la recherche et le dosage 
des anticorps pathologiques. Il faut, autant que 
possible, en pareil cas, appliquer plusieurs méthodes 


chez le méme malade et procéder aussi systéma- , 


tiquement que possible. Tel malade décéde 
le jour ow, sur 4 peine un centimétre cube 
de sérum, on découvre lanomalie. Tel autre 
demeure loin de Vhépital et il n'est pas facile 
dobtenir les échantillons de sang aussi souvent 
qu’on le voudrait. Néanmoins, nous avons pris 
comme politique de suivre aussi rigoureusement 


que possible, ordre suivant dans nos techniques. 
(Tableau II) ' 

Lorsquil s’agit d’auto-anticorps donnant un 
Coombs direct positif, le titrage en dilution de 
Yantiglobuline est la méthode la plus simple et la 
plus juste pour connaitre l’intensité de limmunisa- 
tion. Pour les iso-anticorps, la réaction a lanti- 
globuline sur globules traités 4 la papaine nous est 
apparue comme la méthode la plus sensible. 


Pour apprécier hémolyse elle-méme, les tech- 
niques chimiques employées classiquement sont 
souvent décevantes et ne donnent des résultats 
nets que dans les cas ot Jictére est déja évident 
cliniquement. 


TABLEAU II.—MopEs DE DETECTION ET DE DOSAGE DES 
AutTo-ANTICORPS ET DES Iso-ANTICORPS 


I. AUTO-ANTICORPS 


1. Auto-agglutination spontanée 4 22°C ou a 38° C: anti- 
corps complet. 

2. Agglutination aprés addition d’albumine: anticorps 
incomplet. 

3. Test de Coombs direct positif: anticorps incomplet ou 
cryptagglutinoide. ' 
Titre en diluant l’antiglobuline. 


II. ISO-ANTICORPS: 


. Décelable en dilutions salines: anticorps complet: 

. Titrage en milieu albumineux. 

. Titrage en globules traités 4 la trypsine. 

. Titrage en globules traités 4 la pan-protéase, en = déehes 
chauffé 4 30° & 56°C. (Pour anticorps chauds seulement) . 

. Titrage en antiglobuline. 

. Titrage en antiglobuline sur globules papainés. 

. Recherche de la spécificité sur un “panel” de wichiies 
rouges, selon la méthode trouvée la sensible. 


Joo PWN 
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Les anticorps causent-ils [Thémolyse? 


Quil y ait relation directe entre présence des 
anticorps et anémie, cela fait peu de doute. Faut-il 
en inférer que ce sont les anticorps eux-mémes 
qui causent JanémieP La-dessus, il faut étre 
prudent. Nos méthodes d'investigation sont trop im- 
parfaites pour qu’on puisse se permettre de con- 
clure. On sait maintenant que le sérum normal 

contient des propriétés auto-agglutinantes mises en 

évidence par les mémes techniques que celles 
utilisées en pathologie, avec des variantes cepen- 
dant. Faut-il accorder 4 ces propriétés sériques le 
nom danticorps, comme on a tendance 4a le faire? 
Ont-elles un réle 4 jouer dans hémolyse physio- 
logique? Les anémies par auto-anticorps ou 
avec auto-anticorps ne seraient-elles pas le résultat 
de exacerbation sous des impulsions extérieures, 
de propriétés normalesP Rien ne permet de con- 
clure mais on peut, pour fins expérimentales, en- 
visager lhypothése. Liinverse a été proposé: les 
anticorps pourraient étre des témoins, des signes 
de défense contre l'agent hémolysant ou n’étre que 
leffet de Taction de cet agent. Autour de ces 
questions, qui peuvent étre envisagées sous une 
multitude de faces, planent quelques-uns des plus 
grands problémes de la physiologie et de la patho- 
logie. 


RESUME 


L’auteur rapporte douze cas d’auto- et d’iso-immunisa- 
tion observés en clinique humaine. I] décrit briévement 
les méthodes employées, fait une revue des principales 
techniques diidentification des anticorps et rappelle 
quelques concepts pathogéniques courants sur _ les 
maladies de l’immunisation. 
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SUMMARY 


The author describes twelve cases in which a hemolytic 
disorder was produced by auto-antibodies. Laboratory in- 
vestigation was on the lines laid down in a previous 
publication (L’Union Méd., 85: 132, 1956). Human anti- 
globulin was prepared in rabbits by Slavin’s method, red 
cells were trypsinized by the author's method, and _ red 
cells were treated with pan-protease also by the author’s 
technique. Blood samples were taken at 47° C. Cases 
described are classified as: 

1. Anzmia due to idiopathic auto-antibodies.—There were 
two cases in this category. The first patient had jaundice, 
anemia and a splenomegaly, with a _ strongly positive 
Coombs test and a warm auto-antibody in « serum. 
Steroids did not help; splenectomy diminished the number 
of episodes. The second case was that of an infant with 
jaundice, anzmia, occasional spherocytes in the smear, 
very low red cell count and hemoglobin value, direct 
positive Coombs test and a non-specific auto-antibedy. 
Therapy with triamcinolone and prednisolone improved 
the patient considerably within three weeks. 

2. Anzemias due to secondary types of auto-antibody.— 
Almost all these patients had a disease capable of ex- 
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pistons most of their anzemia, but there was an additional 
zemolytic component. Four patients fell into this category, 
one with a lymphoid leukzmia, one with an acute malig- 
nant patiouly-eaaatieaileas with a cold antibody, complete 
and incomplete, active over a wide range of temperature, 
one with chronic lymphoid leukemia, anzmia, jaundice, 
and a warm aan. and one with acute myeloid 
leukzemia and a positive Coombs test. 

8. Auto-immunization complicating gastric carcinoma.— 
In the two cases in this group, the auto-antibody was 
een after cross-matching studies preliminary to trans- 
usion. 

4. Auto-immunization associated with various disorders.— 
The four patients in this group suffered respectively from 
disseminated lupus erythematosus, a joint disorder, a virus 
pneumonia, and an undiagnosed infection possibly of viral 
origin. 

All but one of the above patients had an anzemia; the 
exception was the case of virus pneumonia. The anzmia 


~*was not entirely explicable on the basis of auto-sensitization. 


In the first two cases, the anzemia was essentially hemolytic 
and related to the presence of warm antibodies, but in 
the secondary cases this factor was merely added to others. 
In two of the latter cases, there was obvious jaundice; 
transfusions were badly tolerated even in small amounts. 
In the cases of gastric carcinoma, the anzemia. was mostly 
explained by loss of blood and difficulties of iron absorption. 
In the fourth group, more than one factor was involved. 

In most of the cases, a warm antibody was present, 
but this often extended its activity to a temperature range 
down to 22° C. In the presence of a warm antibody, the 
anzemia was generally severe. 

The author describes a technique for identifying and 
titrating auto-antibodies and _ iso-antibodies. For auto- 
antibodies the following three steps are used: 

1. Spontaneous auto-agglutination at 22° C. or 38° C. 
(esate antibody ). 

2. Agglutination after addition of albumin (incomplete 
antibody ). 

3. Direct positive Coombs test (incomplete antibody). 
Titration by dilution of antiglobulin. 

Seven steps in detection of iso-antibodies are: 

1. Detection in saline dilutions (complete antibody). 

2. Titration in an albuminous medium. 

3. Titration with trypsinized red cells. 

4. Titration in red cells treated by pan-protease in serum 
heated to 30° C. to 56° C. (for warm antibodies only). 

5. Titration in antiglobulin. 

6. Titration in antiglobulin on papainized red_ cells. 

7. Study of specificity on a “panel” of red cells, by the 
most sensitive method. 

For auto-antibodies with a positive direct Coombs test, 
titration in dilutions of antiglobulin is the simplest and 
most accurate method. For iso-antibodies, reaction to anti- 
globulin on papainized red cells appears the most sensitive 
technique. The chemical techniques are often disappointing. 

It is not absolutely certain that the hzmolysis is caused 
by the antibodies. It may be that the anzemias related to 
auto-antibodies are the result of an exacerbation of normal 
proverties under an external stimulus; alternatively, anti- 
bodies may merely be a sign of defence against a hemolyz- 
ing agent, or simply the result of its action. 


QUALITY OF MEDICAL CARE 


“Medicine was not developed so the physician could make 
a living, but for the patient to get good care. There are 
many plans for. medical care and many problems when 
dealing with these plans. Several criteria can be used to 
judge these plans. Such slogans as ‘freedom of choice’, 
‘third party’, and ‘Americanism’, all change in meaning but 
the criterion, ‘How good is the medical care for the sick 
person?” has stood the test of time. It defeated socialized 
medicine and it will need to be used again in the same 
fight. The medical profession should use this criterion in 
exposing poor plans, improving good plans, and promoting 
excellent plans of medical care if we want to continue to 
be permitted to judge what kind of medical care shall be 
available to our people.”—W. C. Bournemeier: Illinois M. J., 
114: 277, 1958. ; 
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PUSTULAR ACNE, STAPHY- 
LODERMA AND ITS TREAT- 
MENT WITH TOLBUTAMIDE* 


J. L. COHEN, M.D., Windsor, Ont. and 
ALAN D. COHEN, M.D.,t 
Detroit, Mich. 


THE PROBLEM OF ACNE, speaking pathologically, is 
not very serious, but if we consider the total picture 
including psychological ramifications which affect 
the social life of the individual, it becomes a 
disease of major importance. This aspect has been 
well documented by Marshall. 

The treatment of acne is not a simple “magic 
bullet” affair. The specific systemic measures usually 
employed in addition to local therapy depend 
upon the seriousness of the skin condition. These 
additional measures include hormone therapy, 
antibiotic therapy, dietary control, vitamin supple- 
ments, ultraviolet and x-ray therapy, and adminis- 
tration of toxoids and vaccines. Local and x-ray 
therapy is aimed at combating sebaceous gland 
hyperplasia and seborrhoea, and eradicating follicu- 
lar plugging to prevent new foci. 

In severe cases of acute pustular acne, local 
therapy alone is of little value. The underlying 
predisposing causes, whether hormone disturbances 
or metabolic defects, must be taken into considera- 
tion. Antibiotics are of doubtful value topically 
but are of value systemically in some forms of 
acne,” ® 

We agree with other investigators that vitamin 
A has a definite value, particularly in the comedo- 
papular type of acne. Clinical evidence of vitamin 
A deficiency, such as follicular keratosis about the 
elbows and knees of certain patients, can often 
be found. We use Aquasol A, 50,000 units once 
daily for three months. We often combine 50,000 
units of synthetic vitamin A with 500 mg. of 
vitamin C. The role of vitamin A in the treatment 
of acne has received wide study. When acne is 
characterized by comedo formation and numerous 
small papules (especially when the comedo phase 
is excessive), we employ a dosage of 100,000 units 
of vitamin A per day for 3-5 months. 

The role of hormones in the management of 
acne has been and still is controversial, but again 
good results have been achieved by us, as by 
many workers,‘ with the use of cestrogenic sub- 
stances. 

It has been shown that the urinary excretion of 
17-ketosteroids is increased in patients receiving 
ACTH therapy. In patients with Cushing’s disease, 
in persons before puberty, and-in eunuchs, 17-keto- 
steroid excretion is low and acne is not present. 
The excretion level rises at puberty, especially with 
the development of secondary sex characteristics, 
and at this time acne manifests itself. It has also 
been shown that the excretion of 17-ketosteroids is 


Bey supplied by courtesy of Frank W. Horner Ltd., 
Montreal. 

+Resident, Department of Dermatology, Wayne University, 
College of Medicine, Receiving Hospital, Detroit, Mich. 
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a reliable guide to the androgen level.‘ It has been 
our custom to prescribe cestrogens in severe cases, 
in males and also in females with exacerbations 
at the menstrual period. We use diethylstilbcestrol, . 
0.25 mg. daily for 12-15 days of the month for 
males, and in females 0.25 mg. once daily from 
seven days after completion of the menses until 
the onset of the next period. This avoids distur- 
bance of the cycle of ovulation. CEstrogens inhibit 
the gonad-stimulating function of the anterior 
pituitary gland.t One must be careful not to use 
excessive doses because they may inhibit ovulation, 
and in the male gynzcomastia may result. 

Bacteria are an important factor in the develop- 
ment of follicular plugging and pustular lesions 
with acne. Cocci have been found in the follicles 
and not in the inflammatory infiltrate about the 
sebaceous glands. Bacteriological studies in our 
cases revealed that the organisms cultured from 
acne pustules included: (1) hzmolytic Staph. 
albus; (2) non-hzmolytic Staph. albus; (3) hzmo- 
lytic Staph. aureus; (4) non-hemolytic Staph. 
aureus; and (5) mixed forms of diphtheroids as 
contaminants. In some cases there was no bacterial 
growth. Sensitivity tests were performed in all 
cases of staphylococcal infection from the purulent 
secretion of the pustule, and organisms were 
tabulated as resistant and sensitive to antibiotics. 
The following antibiotics were used orally: sulfon- 
amides, penhicillin, erythromycin, chloramphenicol, 
oleandomycin, tetracycline, novobiocin. Antibiotics 
were used in the deep, nodular, cystic, pustular 
types of moderate to severe acne. Isoniazid was 
also used in some cases. A few patients needed 
the addition of an antibiotic to control the pustular 
element of the eruption. All types of antibiotics 
were used, but the best results were obtained with 
chloramphenicol and erythromycin. We were never 
impressed with the end results obtained with any 
antibiotic, except where we encountered a deep 
cellulitis requiring incision and drainage. After one 
week, a favourable response was obtained, only to 
be followed by a new flare-up in the pustular 
element of the lesions. Relapses were frequent 
after discontinuance of the antibiotics. Most of 
these pustular cases received courses of ascending 
doses of staphylococcus ambotoxoid injections, 1:5 
dilution increasing to the undiluted mixture. 


TOLBUTAMIDE THERAPY 


Shortly after the introduction of tolbutamide on 
the Canadian market for the treatment of diabetes, 
our attention was drawn to the rapid recovery of 
moderately severe acne in two women who were 
on this therapy. In view of the rapid improvement . 
in these two patients, a series of 23 additional 
patients were given tolbutamide therapy and care- 
fully followed up. Some had deep pustular acne, 
chronic staphyloderma, recurrent furunculosis, 
sycosis vulgaris, hidradenitis suppurativa or hidros- 
adenitis axillaris, and other resistant pustular in- 
fections of the skin. 
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TABLE I. 


Age and Sex 


Pustular acne 

Pustular acne 

Hidradenitis suppurativa 

Severe pustular acne vulgaris 

Papulo-pustular acne vulgaris 

Sycosis barb vulgaris, 
pustular lesions 

Acne vulgaris 

Pustular sycosis barb 

Very severe pustular acne 

Deep pustular acne 

Cystic, pustular acne vulgaris 

Severe pustular acne vulgaris 

Papulo-pustular acne vulgaris 

Deep pustular acne 

Papulo-pustular acne vulgaris 

Papulo-pustular acne vulgaris 

Severe pustular acne vulgaris 

Rosacea with acneiform lesions 

Pustular acne vulgaris 

Pustular acne vulgaris 

Acne rosacea 

Severe pustular acne 

Deep pustular acne 

Acne rosacea with deep acneiform 
lesions and moderate 
rhinophyma 

Sycosis barb vulgaris 

Pustular acne vulgaris 
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METHOD 


Only patients who were resistant to therapy by 
the usual methods of treatment were included in 
this study. They were instructed to continue taking 
carbohydrates in their diet, including candy and 
fruit if desired. All those with severe acne received 
one tablet (0.5 g. tolbutamide) every 12 hours. The 
milder cases received one tablet (0.5 tolbutamide ) 
per day. These patients were seen at regular inter- 
vals and their blood sugar was determined at fre- 
quent intervals. The results were always within 
normal limits. . 


RESULTS 


The results obtained have been summarized in 
Table I. All patients experienced a sharp decrease 
in new pustular and cystic lesions and diminution 
both in size and soreness. All were greatly im- 
proved, in marked contrast to the results obtained 
with usual methods of therapy. No hypoglycemic 
reactions were observed. One patient complained of 
nausea and diarrhoea, and one of headaches and 
vertigo. The latter was found to be sensitive to 
sulfonamides. 


Case REPORTS 


Case 1.—Mr. D.I. (mechanic), aged 22, had been 
treated for acne for five years at other centres and 
had received about 1000 r of x-ray therapy. He was 
first seen here in March 1958, presenting a deep cystic 
type of acne vulgaris of the face, shoulders and hack, 
with innumerable sebaceous cysts and comedones 
and deep acne papulo-pustules. The reddened cysts 
were the size of a hazel nut, and the neck was in- 
volved with band-like keloidal lesions. He felt very 
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Antibiotics, x-ray and local therapy 
X-ray and local therapy 
Antibiotics, x-ray and local therapy 
Antibiotics, x-ray therapy 

X-ray and local therapy 


Antibiotics, x-ray therapy 

X-ray and local therapy 

X-ray, local therapy, antibiotics 

X-ray therapy, local treatment 

Antibiotics, x-ray and local therapy 

X-ray and local therapy 

X-ray and local therapy 

X-ray therapy 

X-ray, Idcal therapy, antibiotics 

X-ray, local therapy, antibiotics 

X-ray and local therapy 

X-ray therapy and antibiotics 

Antibiotics, local and x-ray therapy 
* X-ray and local therapy 

X-ray and local therapy 

X-ray therapy and antibiotics 

X-ray therapy and antibiotics 

X-ray therapy and antibiotics 


X-ray and local therapy, antibiotics 
X-ray therapy and antibiotics 
X-ray therapy 


Results with tolbutamide 
Treatment air ood Excellent 


2 mos. 
1% mos. 
3 mos. 
3 mos. 
4 mos. 


1 mo. 
1 mo. 
2 mos. 
; 4 mos. 
2 mos. 
2 mos. 
2 mos. 
3 mos. 
3 mos. 
2 mos. 
1 mo. 
3 mos. 
2 mos. 
1 mo. 
Nausea and diarrhcea 
2 mos. 
3 mos. 
4 mos. 


4 mos. 
3 mos. 
2 mos. 


insecure and afraid to face the public, and required 
tranquillizers. This patient had been treated by us 
by all known methods of acne therapy, including 
diet, Vleminckx’ packs, resorcin, and sulphur lotions, 
stilbcestrol and most of the antibiotics. He responded 
to acne surgery and chloramphenicol, injections of 
staphylococcal toxoid, vitamins, and ultraviolet light, 
but with relapses. In May 1958, he was given tolbuta- 
mide 0.5 g. (Mobenol) twice daily. He began to 
show very marked and continued improvement. The 
purulent lesions diminished gradually until no evi- 
dence of pyoderma was seen, but only acne sequelze 
with scarring. He is receiving CO, therapy and will 
require facia] skin planing. 


Case 2.—Since 1954, Mrs. M.N. (a stenographer) 
had been treated for pyoderma faciale, consisting of 
intense reddish cyanotic erythema associated with 
superficial and deep abscesses and cystic lesions. Some 
cysts were connected with communicating channels 
and sinus tracts with deepseated pustular and linear 
scarring. Previous treatment by us consisted of in- 
cision and drainage, x-ray therapy, local therapy, 
injections of penicillin, sulfonamides, many antibiotics 
including chloramphenicol, ultraviolet light, CO, 
therapy, vitamins, staphylococcal toxoid, and vitamin D, 
(calciferol), and a search had been made for foci of 
infection. She had many remissions and relapses with 
pustular flare-ups. In October 1957, she was given 
tolbutamide, with a gradual clearance of all pustular 
lesions. All lesions have cleared except the late sequelz, 
and the patient is at present receiving CO, therapy. 


CasE 3.—Mr. J.L., aged 29 (druggist), was first 
seen in January 1957, with a severe papulo-pustular 
acne vulgaris of face and neck, and acne keloidal lesions 
of the back, deepseated pustules and many cystic 
pustular lesions. He also had sycosis vulgaris. This 
patient had been under the care of other clinicians in- 
cluding’ dermatologists for many years, receiving x-ray 
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therapy -to the limit of tolerance. Under our care he 
was given acne surgery, ultraviolet light, CO,, staphy- 
lococcus toxoid and all forms of local therapy, resorcin 
and sulphur lotions, vitamins A and C, isoniazid, stil- 
boestrol, and a large number of antibiotics, with 
relapses and remissions. In February ' 1958, he was 
started on tolbutamide 0.5 g. twice a day, with a con- 
tinued clearance of the lesions. He is still taking one 
tablet daily, and the lesions have cleared, only an 
occasional one reappearing. He is now being treated 
for the late sequele, with CO, for scarring, and con- 
tinuing with local therapy. 


Note: This patient, when taking two tolbutamide 
tablets daily, at times experienced hunger, mild 
trembling, and a little sweating — which could have 
been evidences of hypoglycemia. This was remedied 
by increased consumption of carbohydrates. 


CasE 4.—Mrs. M.C. (practical nurse), aged 50, with 
a long history of recurrent furunculosis involving groin, 
external genitalia, breast and nipple areas, was treated 
by incision and drainage and x-ray therapy, and was 
allergic to many antibiotics except oleandomycin and 
erythromycin. She had many recurrent flare-ups. She 
was first seen in November 1957, with subcutaneous 
nodular, painful lesions, involving groin and perianal 
and vulvar regions, as well as a few in the axille. 
Some were soft and fluctuating and discharged purulent 
material which on culture grew a hemolytic staphy- 
lococcus. Our diagnosis was: hidradenitis suppurativa, 
or deep infection of the apocrine glands. Treatment 
included more x-ray therapy, ultraviolet light, anti- 
septic compresses and applications, tin oxide tablets, 
cestrogenic hormone, staphylococcus toxoid, and mul- 
tiple vaccine therapy. She responded very well to 
erythromycin and oleandomycin, but with flare-ups of 
painful and recurrent furuncular lesions. The fasting 
blood sugar was 95 mg. % and she had no glycosuria. 
In April 1958, she was started on tolbutamide 0.5 g. 
twice a day, and gradually showed a marked improve- 
ment with only occasional recurrences. The subcu- 
taneous nodules did not develop into abscesses and 
underwent resolution. She is taking one tolbutamide 
tablet daily. 


Case 5.—Mr. H.D., aged 20 (farmer), was first seen 
in July 1957, with a very severe and deep cystic and 
papulo-pustular acne vulgaris, and an associated oily 
seborrhocea. Face and forehead were covered with 
reddened cystic and deep acne pustular lesions, and 
many indurated papules. Some cysts were the size of 
a hazel nut and one was the size of a small walnut. 
He had been under the care of dermatologists for 
four years, and received much x-ray and local therapy. 


Under our care he was given more unfiltered x-ray 
therapy, Vleminckx’ compresses, detergent soaps, 
staphylococcus toxoid, sulphur and resorcin cream and 
lotion, and a variety of antibiotics from sulfonamides 
to all the “mycins”, responding best to chloramphenicol. 
There were many remissions and relapses. All therapy 
was stopped except loca] therapy and he was started 
on tolbutamide, 0.5 g. twice a day, in March 1958. We 
instructed him to take a little extra candy each day, 
and gave him CO, therapy with acetone lecally twice 
weékly. The response was sudden and dramatic. In 
two weeks, all pustular elements of the lesions dis- 
appeared. The active lesions subsided markedly and 
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no new lesions appeared. He is being treated now 
for the late sequelz, and a few very superficial pustules 
still make their appearance. He is taking one tolbuta- 
mide tablet daily. 


Case. 6.—Mr. J.H., aged 22 (school teacher), whose 
acne began at age 15, presented himself in January 
1958, with a severe deep papulo-pustular acne vulgaris 
covering the entire back, face, shoulders and chest, 
with scarring and sequele. Clinically, this was a 
case of acne aggregata seu conglobata. Many double 
comedones with severe perifollicular infection and con- 
fluent infiltration, and softening of the lesions with 
suppuration were present, lesions varying in size from 
a filbert nut to a marble and requiring many incisions 
and drainages. Under the care of another dermato- 
Jogist for 3-4 years previously, he had received maxi- 
mum doses of x-ray therapy to face, chest and back. 

In January 1956, he was given an acne diet and 
Vleminckx’ packs, resorcin and sulphur lotions, stil- 
beestrol, nearly all known antibiotics, injections of 
toxoid, and ultraviolet light, and all foci of infection 
were searched for. He would improve in the summer- 
time with exposure to sunlight, but relapse in the 
winter with severe and deep pustular -lesions. In 
March 1958, the patient was given CO, therapy to 
the face and ultraviolet light to the body, injections 
of Pancebrin (multiple vitamins), and one tolbutamide 
tablet, 0.5 g. twice a day, with a decided and marked 
improvement of all pustular elements. Local therapy was 
continued. A few lesions recurred when the patient 
could not afford medication, but when tolbutamide 
tablets were supplied to him the lesions gradually sub- 
sided. He is now taking one tolbutamide tablet daily 
with a dramatic subsidence of all lesions,- except for 
the sequelze. Tolbutamide tablets will be stopped when 
no new lesions appear, and he will be a candidate 
for dermabrasion. 


DIscussION 


The modus operandi of the drug is not mani- 
fested by any antibiotic action, for it is a sulfonyl- 
urea and not a sulfonamide. The way tolbutamide 
acts is still debatable. It has no bactericidal effect. 
A 1.0-g. dosage lowers blood sugar levels about 
10% in normal individuals. 

What role does tolbutamide play in the manage- 
ment of acne and pyodermic skin disorders? 
This poses a question which cannot be answered 
at this time, nor can the question of the mechanism 
of action of tolbutamide in the management of 
diabetes. For many years furunculosis and: car- 
buncles have been associated with diabetes. 


What is the mechanism of the beneficial action 
of this drug? The answer is to be found in the 
theories of the late Dr. Eric Urbach of Phila- 
delphia.5 He championed the concept that the 
skin not only serves as a temporary storehouse for 
dextrose, but also plays an important role in 
intermediary carbohydrate metabolism. The skin 
has a capacity to transform glucose into glycogen 
and possesses glycolytic ferments. Finally he 
suggested the concept of “skin diabetes” as a term 
for the syndrome, including a therapy-resistant skin 
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disease, clinically furunculosis, sweat gland ab- 
scesses and pruritus. This syndrome is manifested 
by high fasting skin sugar levels together with 
normal blood sugar curves and marked improve- 
ment of the dermatosis, as well as a fall in high 
skin sugar levels on a low carbohydrate diet and 
the use of tolbutamide. _ 

There is of course no connection with a true 
pancreatic diabetes (diabetes mellitus); the acne 
patient has normal blood sugar tolerance curves, 
and no case of this kind progesses to frank diabetes. 
Cutaneous glycohistechia with apparently normal 
sugar regulation is merely a hyperglycoderma with- 


out hyperglycaemia. There is a disturbance of carbo- ~ 


hydrate metabolism involving only the tissues of 
the skin. This pattern of behaviour can be described 
by the term “skin diabetes”. 

This theory has much evidence in its favour and 
opens up a vast field for research in the future. 
Is the effect of tolbutamide in these skin conditions 
one of altering the environment of the staphy- 
lococci to the point that the natural body mechan- 
isms can cope with the invaders? There is much 
work to be done, but this thought is offered as 
a possible explanation of the results obtained in 
this small series. Further detailed biochemical and 
bacteriological studies are obviously in order. 


CONCLUSIONS 


Acne is still one of the greatest problems, and 
the management of it is still the major activity 
of most dermatological practices. Tolbutamide has 
proved to be a good adjuvant in our practice. 

We are convinced that this is a very useful 
drug in these cases. The effects on acne patients 


OVARIAN SURGERY 
DURING PREGNANCY* 


SAMUEL NORRIS, M.D., Toronto 


OVARIAN SURGERY during pregnancy has always 
carried an implied and actual threat towards the 
integrity of the pregnancy in the mind of the 
gynecologist. This trepidation is based on three 
physical facts: 

1. The trauma involved to the uterus and the 
adnexa. 

2. The surgical shock and sequels attendant on 
any laparotomy. 

3. The dislocation of the corpus luteum from its 
position in the ovary, with all its associated en- 
docrine implications. 


*Read before the Section of Obstetrics and Gynecology, 
Academy of Medicine, Toronto, October 1956. 
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are much better than those of the broad-spectrum 
antibiotics and are obtained at a fraction of the 
cost. Of course, the hypoglycemic effect is more 
marked in the diabetic than in the normal in- 
dividual. We have concluded that tolbutamide aids 
in controlling pyogenic infections of the skin. Re- 
peated routine checks on fasting blood sugar levels 
in several patients taking two 0.5-g. tablets a day 
were all within normal limits. 

A series of 26 patients with pustular acne vulgaris 
and other pustular dermatoses, resistant to the 
usual forms of therapy, were treated with 0.5-1.0 g. 


tolbutamide from one to four months, and all 


improved. In six patients the improvement was 
fair; the rest had good or excellent results. There 
was one failure, in a woman allergic to sulfona- 
mides. 

The results obtained so far warrant continued 
broader investigation of this compound and its 
relationship to dermatological conditions. 


SUMMARY 


Twenty-six patients with severe forms of acne 
vulgaris and other forms of pustular dermatoses were 
treated with tolbutamide when all other forms of 
therapy had been disappointing. All patients, except 
one, experienced fair to excellent improvement. 
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The importance of each of these factors is still 
controversial, particularly in relation to the part 
the corpus luteum plays in the economy of preg- 
nancy. From a limited experience, we would feel 
that the factors of trauma and so-called “surgical 
shock” are most important. 

Surgery, carefully performed, should not be 
postponed, because of the age of the pregnancy. 
When pain is severe and persistent, unrelieved 
by bed rest and sedation, and a definite mass is 
felt, little is to be gained by waiting, as operation 
is nearly always inevitable. 


OVARIAN PHYSIOLOGY IN PREGNANCY 


Samson Wright stated that if the corpora lutea 
are removed from rabbits 20 hours after mating— 
that is, When the fertilized ova have been in the 
tube for 20 hours — no progestational changes will 
take place in the uterus. Furthermore, none of the 
embryos will live after the fourth day. However, if 
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progesterone is administered, the embryos persist 
and pregnancy may go to term. 


Haskins, in his studies of progesterone content 
of placentas, concludes that: 


(a) The primary source of progesterone in the 
first trimester is ovarian; after the third month it 
is placental. 


(b) When the ovary is the major source of 
progesterone, bilateral o6phorectomy results in ex- 
pulsion of the products of conception. 


(c) When the placenta is the major source of 
progesterone formation, castration does not neces- 
sarily cause abortion. 


In contradistinction to the above, Soffer, in his 
description of the physiology of pregnancy, claims 
that pregnancy can continue uninterruptedly when 
the corpus luteum is removed from the ovary in the 
first month of pregnancy or before the first missed 
period. 


Even after the removal of the corpus luteum at 
this early stage of pregnancy, pregnanediol, the 
chief breakdown product of progesterone, will 
continue to be excreted in the urine in considerable 
amounts, proving that the corpus luteum is not 
the only site of progesterone manufacture in early 
pregnancy. 

Soffer further states that gesta’’ n will still con- 
tinue even though both ovaries ay be removed 
in early pregnancy. Little change is noted in 
cestrogen and progesterone excretion. 


The endocrine activity of the chorio-placental 
system begins immediately after implantation of 
the embryo, and this system progressively usurps 
the function of the ovaries as regards oestrogen and 
progesterone excretion, replacing it entirely be- 
tween the second and third month. After the third 
month the corpus luteum degenerates. 


The case histories reported below would lend 
some support to Soffer’s description of ovarian 
physiology during pregnancy, as they cover preg- 
nancy periods from five to 18 weeks. 


CasE REPORTS 


Case 1.—Mrs. E.A., aged 30, para. 1, had a full- 
term normal pregnancy five years previously. Her last 
monthly period was on December 6, 1954, and she 
was admitted on April 22, 1955, over four months 
pregnant. She complained of pain in the upper right 
quadrant, of 48 hours’ duration. A tentative diagnosis 
of cholelithiasis was made but rigidity made accurate 
palpation impossible. Radiography revealed a fat- 
containing mass, probably teratoid in character. Under 
sedation, the pain improved, but later returned and 
was sufficiently severe to require morphine or meperi- 
dine. A gynzcological consultation was sought, and a 
diagnosis of twisted ovarian cyst and a four-month 
pregnancy made. The diagnosis was confirmed at 
operation. The right ovary was excised, and a diagnosis 
of dermoid cyst and struma ovarii made. Pregnancy 
was unaffected, and she was delivered at term on 
September 12, 1955. A post-partum pyelitis was cured 
by antibiotics. 


~ 
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Case 2.—Mrs. D.F., aged 19, was first seen in 
August 1956, complaining of left lower quadrant pain. 
A mass was felt in the left adnexa. Diagnosis: Left 
ovarian cyst. Operation was advised, but while under 
observation, she missed a period. Pregnancy was diag- - 
nosed and confirmed, but the pain increased and 
operation became necessary when she was 10 weeks 
pregnant. A large twisted left ovarian cyst (serous 
cystadenoma) and large paraovarian cyst were re- 
moved. This ovary alsa contained a fresh corpus 
luteum, undergoing organization. The postoperative 
course was uneventful, and the patient went to term 
without special medication, and was delivered of a 
normal infant. 


Case 3.—Mrs. M.D., aged 22, para. 0, was first seen, 
when four weeks pregnant, with pain in the left lower 
quadrant. A mass the size of an orange was felt at 
that time in the left adnexa. She was put to bed with 
mild sedation, but pain recurred strongly at eight weeks 
and relief was demanded. At operation, an apple- 
sized left ovarian cyst was removed. The pathologist 
reported a cyst of left ovary, largely lutein in character 
with organizing clot in the midportion. Postoperative 
recovery was uneventful, and she went to term with 
normal delivery. 


Case 4.—Mrs. G.U., aged 28, was admitted to 
hospital for pernicious vomiting when about six weeks 
pregnant. While under treatment, she complained of 
lower abdominal] pain, particularly on the left side. 
The distribution of pain suggested a urethral colic. Con- 
sultation with a urologist and radiographs ruled out cal- 
culus, but a consultation with a gynecologist revealed a 
large tender adnexal mass on the left side. At operation, 
a large left twisted ovary was removed, and a smaller 
cyst on the right ovary enucleated. The pathologist 
reported dermoid cysts on both sides as well as a large 
lutein cyst on the left side. The patient’s postoperative 
course was uneventful. In hospital, she received 5 mg. 
progestin im. twice a day for one month, at her 
insistence. She went to term with normal delivery. 


Case 5.—Mrs. P.S., aged 31 years, para. 1, was ad- 
mitted on October 27, with severe lower abdominal 
pain, mostly in the left lower quadrant. She had 
undergone right oophorectomy and appendectomy at 
the Toronto General Hospital two years previously. 
Her last monthly period was on September 9, making 
her 4-5 weeks pregnant. One week before admission, 
severe lower abdominal pain began, particularly on 
the left side. She was now unable to sit, and the pain 
was severe on bowel movement and urination. Examin- 
ation revealed a large tender mass in the posterior 
cul-de-sac with a five weeks’ pregnant uterus anterior 
to it. She was operated on, with a diagnosis of twisted 
ovarian cyst. At this time, the uterus was found to 
be enlarged to the size of a 5-6 weeks’ pregnancy. The 
mass, apparently originating from the left side, was 
composed of the entire left ovary, which was the 
size of a grapefruit and blood-filled. It was removed 
in toto. Exploration failed to reveal the presence of 
any ovarian tissue on the right side. The pathologist 
reported: (1) a large hemorrhagic cyst of ovary, 
probably endometrial in character; (2) a fresh corpus 
luteum. The’ postoperative course was uneventful, 
though there was slight bleeding one day. 
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One mg. progestin was given intramuscularly, but 
no further therapy in hospital or at home. On dis- 
charge from hospital, she was told to call when 
bleeding became heavy and cramps severe. This never 
happened, the patient going to term and delivering 
a normal infant. This patient was followed up for 
two years post partum. She had no sign of bleeding 
during this time, although her periods had always 
been every 30 days for four days, before the preg- 
nancy reported above. It is assumed that all ovarian 
tissue had been removed. 


DIscussION 
Of the five cases reported, only one was operated 


on after the completion of the third month of-- 


pregnancy. Of the four operated on in the first 
trimester of pregnancy, two showed a fresh corpus 
luteum in the tissue excised and two showed 
lutein cyst formation. In Case 5, the entire left 
ovary containing the fresh corpus luteum was 
removed from a patient who had lost her entire 
right ovary in an operation performed two years 
previously. At the time of the second operation, 
the patient was five to six weeks pregnant. In 
spite of the absence of ovarian tissue, the preg- 
nancy carried to term without administration of 
hormones. The complete absence of ovarian tissue 
is substantiated by the persistence of amenorrhoea 
for the two years this patient was followed up 
post partum. These reports would tend to support 


ENDOMYOCARDIAL FIBROSIS 
IN A NORTH AMERICAN INDIAN 


A. M. EDWARDS, M.D., F.R.C.P.[C]* and 
S. HANSON, M.D., F.A.C.P.,7 
Edmonton, Alta. 


Amonc the rare causes of chronic and progressive 
congestive heart failure, fibroplastic endocarditis 
has been described as occurring in two distinct 
pathological entities with similar clinical pictures 
in adults. 

(a) Endocardial fibroelastosis on a congenital 
basis is well described in children, and more re- 
cently has been described in adults as a rare 
cause of heart failure of undetermined etiology 
(Thomas et al.*). Scattered reports of this disease 


*Consultant in Medicine, Charles Camsell Hospital; Clinical 
Instructor, University of Alberta Hospital, Department of 
Medicine, ‘University of Alberta Medical School, Edmonton. 
tPathologist and Director of Laboratories, Charles Camsell 
Hospital; Assistant Professor of Pathology, University of 
Alberta Medical School; and Chief Pathologist, Edmonton 
General Hospital, Edmonton. ; 


Canad. M. A. J. 
April 15, 1959, vol. 80 


the theory that pregnancy can carry on without 
the aid of a corpus luteum, and that a supply of 
hormones can come from the chorioplacental 
system as early as the fourth to sixth week of 
pregnancy. Ovarian surgery during pregnancy can 
be employed where mandatory, at any period of 
gestation, without necessarily stimulating the onset 
of labour. The operation should be carried out in 
as conservative a manner as is consistent with the 
alleviation of the disability. Manipulation of the 
uterus should be carefully avoided, as gentleness is 
the keynote of this type of operation. 


While generalizations must not be drawn from 
such a smail series, it may be concluded that, in 
some cases at least, this type of operation can 
be carried out successfully. Three other cases 
operated on with preservation of pregnancy and 
delivery at or near term are not included in this 
report, as we were unable personally to follow 
these cases up to their successful termination. 
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in adults have since originated in Europe as well 
as North America.’? 

The pathological features are a diffuse fibro- 
elastic thickening of the myocardium and a patchy 
myocardial fibrosis. Thomas and his colleagues 
reported 20 cases in a review of 10,000 autopsies 
done at the Massachusetts General Hospital during 
the 25 years preceding their report in 1954. Twelve 
of these cases were in adults ranging in age from 
16 to 71 years. J 

(b) The second entity is an adult acquired form 
of heart disease, endomyocardial fibrosis, which is 
considered by most authorities to be very little 
related to congenital fibroelastosis of the heart. 
It has been described in various parts of the 
world, with varying suggested types of etiology. 

The pathological findings include a diffuse myo- 
cardial fibrosis and a patchy endocardial fibrosis, 
usually with some endothelial destruction and 
occasional deformity of the auriculo-ventricular 
cusps. This disease is more common than the 
congenital form in adults. The largest series have 
come from Africa: 

1. 40 cases reported by Bedford and Konstam’ 
(1946). 

2. 40 cases reported by Becker* (1953). 

3. 31 cases reported by Davies and Ball‘ (1955), 
who, in describing their cases in Kampala, Africa, 
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gave excellent detail of the clinical course and 
pathology of their cases coming to autopsy. 
They suggested virus myocarditis, direct injury 
(contusion) and malnutrition as possible causes. 

The evidence in the African series favours a 
nutritional or absorptive defect as the cause of 
the heart lesion, which usually coexisted with 
hepatic cirrhosis. However, Becker‘ in 1953 sug- 
gested that this was a collagen disease, coining 
the term “cardiac collagenosis”. Gray® in 1951 
suggested that an obscure tropical infection caused 
the disease in two English patients coming to 
autopsy in Nigeria. Bedford’ (1946) suggested 
that it was an atypical “Fiedler’s myocarditis”. 
Penfold,®> in a recent review of the literature in 
the Lancet, suggested that endocardial injury 
. caused by any factor could be the etiological agent 
producing endomyocardial fibrosis. 

Davies and Ball, in particular, made a plea for 
earlier diagnosis of suspected cases in the tropics 
with careful attention to any response to dietary 
therapy, or history of injury, as first documented 
by Gillanders.?* They suggested the possibility that 
the disease was not confined to Africa and would be 
found elsewhere if the clinical picture of the dis- 
ease was widely publicized. The clinical and 
pathological picture of the disease is not uniform, 
but a composite picture can be abstracted from 
various reports as follows. 


The disease is more common in young or middle- 
aged men than in the aged. The heart may be of 
normal size, but may be considerably enlarged 
because of hypertrophy and dilatation, if the 
cardiac failure has been of long standing and has 
become severe by the time of death. Rarely is 
the enlargement of a massive variety, and there 
is usually a uniform enlargement of the chambers. 
The mural endocardium is thickened and shows 
degenerative changes, affecting more often the 
left ventricle than the right ventricle and rarely 
involving the auricles. The thickening is usually on 
the posterior walls, more often sparing the inter- 
ventricular septum. Occasionally, the mitral and 
tricuspid valves are involved by extension from the 
walls, but these valves are usually free and the 
semilunar valves are never involved. The peri- 
cardium and coronary arteries are normal on 
examination. 

On microscopic examination, fibrosis is more 
common than the picture of fibroelastosis. In some 
of the African cases, well-marked, deep granulation 
tissue was present with endocardial thickening and 
fibrosis, overlying thrombus formation and adjacent 
myocardial degenerative changes. Occasionally, 
small collections of round cells were seen, but 
polymorphonuclears were absent. Other conditions 
are malnutrition, systemic embolization with in- 
farction, allergic and collagen disorders and peri- 
pheral blood eosinophilia, which is considered to 
die out as the disease progresses. 


The full picture is rare, 


~ 
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The following case is that of a 26-year-old North 
American Indian from Yellowknife in the North- 
west Territories, with a clinical picture of this 
disease proven by autopsy. 


Joseph S., aged 26, from the Yellowknife Agency, 
was first seen in January 1957, by a physician 
(Dr. John Sullivan) of Fort Rae, N.W.T., when 
he complained of cough, hemoptysis and right 
pleuritic chest pain with shortness of breath. He had 
had a mild pneumonitis four months before this, but 
apparently recovered well. Shortly thereafter, the 
patient went into congestive cardiac failure with 
hepatomegaly, ascites and marked dependent cedema. 

A loud systolic murmur at the mitral area was noted 
and considerable cardiac enlargement was present. 
After digitalization, salt restriction and rest, the patient 
improved only moderately and so was evacuated for 
further investigation and treatment to the Charles 
Camsell Hospital in Edmonton on March 30, 1957. 


Further inquiry into the illness was complicated by 
the language barrier, but certain features were 
established, namely that: 

1. The patient had previously been well, except 
for mild pneumonitis in November 1956. 

2. He specifically had no symptoms suggestive of 
rheumatic fever, or other cardiac symptoms. 

It was of interest that his diet for some time had 
been quite sparse, particularly in protein content, 
vitamins and minerals, because of unusually poor fish- 
ing and trapping. For at least several months his food 
had mainly consisted of flour and dried food rations 
from the Indian: Agency. 

He was a co-operative and pleasant young Indian 
in a rather poor state of nutrition. He was moderately 
orthopneeic though not cyanotic, and there was no 
finger clubbing. There was a harsh mitral systolic 
murmur propagated well into the axille. The cardiac 
dullness extended to the anterior axillary line with 
a P.M.I. in the 6th left interspace in the anterior 





Fig. 1.—Chest radiograph (April 4, 1957) showing enlarged 
cardiac silhouette and shadows in right base, representing a 
healing pulmonary infarction. 
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Fig. 2.—E.C.G. (April 4, 1957) showing diffuse transmural change (mainly 
deep Q waves in leads 1, V5, V6, AVL, inverted T 


antero-septal and re 
waves in 1, V5, V6, AVL. 


axillary line. The blood pressure was 100/60 mm. Hg 
with a sinus tachycardia of 96/minute. There was no 
paradoxical pulse. The patient was in moderate right 
heart failure with the liver easily felt 5 cm. below 
the costal margin, and moderate peripheral and sacral 
cedema. There was no splenomegaly, though slight 
ascites was present. There were a few rales at the 
right lung base. Venous pressure elevation on ad- 
mission regressed on treatment. 


A complete investigation was carried out in 
the 7-10 days after admission. The hemogram showed 
a normal smear and differential count with no eosino- 
philia, but an elevated sedimentation rate of 30 mm. 
in one hour. Urine, blood urea nitrogen and serum 
electrolyte levels were normal. Hemoglobin value was 
12.0 g. %. 


A throat culture was negative for hemolytic strepto- 
cocci. The patient had previously been given antibiotics 
in the North. The antistreptolysin titre was 800 units 
and 500 units per c.c. on two occasions, indicating 
a previous streptococcal. infection. 


A chest radiograph showed some pulmonary con- 
gestion and cardiomegaly. Fluoroscopy confirmed 
uniform cardiac chamber enlargement with some re- 
duction of cardiac pulsation. 


An electrocardiogram was of considerable interest, 
showing evidence of extreme transmural cardiac 
damage, mainly anterior. Liver function tests showed 
evidence of moderate hepatocellular damage with 
thymol turbidity of 6 units. The total serum protein 
value was elevated, being 9.0 g., with albumin/globulin 
ratio 5:4. Paper electrophoretic studies showed hyper- 
gammaglobulinemia. L.E. cells could not be found 


in the blood. 


In view of the history, the elevated antistreptolysin 
titre and the cardiographic and clinical picture, a pre- 
sumptive diagnosis of rheumatic pancarditis was made 
and the patient was given continued therapy for con- 
gestive failure with digitalis, salt restriction ‘and mer- 
curial diuretics. He was treated with penicillin and 
calcium salicylate. The previous pulmonary episode 
with pleuritic pain and cough was thought probably 
to represent a pulmonary infarct. Anticoagulants were 
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not used because plasma prothrom- 
bin activity was 40-50% of normal 
and no evidence of repeated pul- 
monary embolization was present. 
All investigations for tuberculosis 
proved negative. 

The patient improved over the 
first four weeks in hospital. The peri- 
pheral oedema regressed, though the 
liver edge was still palpable 2-3 cm. 
below the costal margin. Limited 
ambulation was begun with bath- 
room visits once or twice a day. 

On August 25, 1957, the patient 
suddenly developed pulmonary 
cedema with pulmonary rhonchi and 
rales, sweating, cyanosis and la- 
boured breathing, but no chest pain. 
Despite intensive medical therapy, 
including venesection, the patient did 
not rally and died four hours later. 

Autopsy was performed 36 hours 
after death. 


Autopsy FINDINGS 


Gross Findings 


The body was that of a young, fairly well nourished 
North American Indian male of moderate stature. 
No subcutaneous oedema was present and there was 
nothing remarkable on external examination. 


Thorax 


There was no free fluid in either pleural cavity. 
The organs were normally situated. Both lungs were 
markedly congested and oedematous. The right lung 
weighed 1100 g. and the left lung 900 g. In the 
lower lobe of the right lung, a large hemorrhagic 
infarct was present, measuring approximately 8 cm. 


Fig. 3.—Cut surface of anterjor wall of left: ventricle show- 
ing variegated appearance due to diffuse fibrosis. 
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Fig. 4.—Right coronary artery longitudinally incised to 
show absence of atherosclerotic narrowing. 





Fig. 5.—Microscopic appearance of primary branch of left 
coronary artery showing moderate diffuse sclerosis. There 
was no stenosis. 


in diameter. In the main branch to the lower lobe 
of the right pulmonary artery was a large partially 
organized mass of thrombus material. 


Heart 


The heart lay free in the pericardial sac, which 
contained a small amount of fluid: The heart was 
markedly enlarged, and weighed 620 g.; the hyper- 
trophy involved chiefly the walls of both ventricles. 
The valve cusps of all the heart valves were glistening, 
thin and pliable, and all valve orifices were of normal 
size. In the left ventricle there was a large mass of 
friable grey thrombus material, adherent to the endo- 
cardium. When the thrombus material was scraped 
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Fig. 6.—Cavity of left ventricle, containing large amounts 
of thrombus material. 


cd 


ge Pe ff 


Fig. 7.—Microscopic appearance of anterior wall of left 
ventricle X 188 showing massive fibrosis. There is practically 
no cellular infiltrate. 








Fig. 8.—Microscopic appearance of anterior wall of left 
ventricle X 188 showing massive fibrosis of myocardium. 
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away, the endocardium was seen to be diffusely 
thickened, white and glistening. Examination of the 
lining of the left auricle, the right auricle and the 
right ventricle revealed a similar diffuse thickening 
of the endocardium. There was a small amount of 
thrombus material in the left auricular appendage, and 
in the right ventricle adherent to the lining of its 
posterior wall. 


Coronary Arteries 


To our surprise the main branches of both coronary 
arteries were widely patent, and their lining was 
grey, smooth and glistening. No atheromatous plaques 
could be seen anywhere in the coronary arteries, nor 
was there any coronary stenosis. The wall did not 
appear thickened. 


Heart Muscle 


Incision of the myocardium of the interventricular 
septum and of the hypertrophied walls of the left and 
right ventricle revealed an unusual picture. The muscle 
had a variegated yellow, grey and brown appearance 
which resembled that of healing massive myocardial 
infarction. 


Abdomen 


There was no free fluid in the peritoneal cavity 
and the peritoneum was smooth and glistening. The 
organs were normally situated. The liver was of 
normal size and weighed 1800 g.; the spleen was 
also of normal size and weighed 150 g. Several wedge- 
shaped scars were seen on the surface of the left 
kidney, suggestive of healed renal infarcts. The kidneys 
were of normal size. 


Brain 


Gross examination revealed no brain lesion. The 
vessels of the circle of Willis showed no obvious 
atherosclerotic degeneratien. 


Microscopic FINDINGS 
Right Lung 


Sections through the solid area in the lower lobe 
of the right lung revealed the picture of a partially 
healed pulmonary infarct. Sections of the thrombus 
material found in the right pulmonary artery showed 
partial organization. 


Heart Muscle 


Sections of the thrombus material in the left 
- ventricle showed partial organization. Sections through 
the wall of the left ventricle showed extensive fibrosis 
of the endocardium, but special stains revealed no 
increase in elastic tissue. In the myocardium there 
was extensive fibrosis with patchy infiltration with 
lymphocytes. 

Sections through the right ventricle revealed a 
similar endocardial thickening and myocardial fibrosis. 


Coronary Arteries Ms 


Sections of the coronary arteries revealed a moderate 
diffuse thickening of the intima of these vessels, with 
normal media. No microscopic evidence of rheumatic 
heart disease was found. 
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Kidneys 


There were microscopic findings of acute membran- 
ous glomerulonephritis. These findings were not 
extensive. 


SUMMARY 


The case history and autopsy findings are presented 
of a 26-year-old Indian trapper and fisherman, who 
died of pulmonary cedema as a terminal episode after 
partially responding to treatment over a four-month 
period for congestive heart failure. 


A history of definite dietary insufficiency as regards 
rotein and minerals antedated this illness, and is 


“of possible significance. 


Autopsy revealed a condition of endomyocardial 
fibrosis characterized by degenerative myocardial 
changes, diffuse endocardial thickening and overlying 
organizing massive mural thrombus formation with 
evidence of peripheral emboli. 


There were no coronary artery lesions, valvular 
changes, or vascular lesions elsewhere. The heart was 
dilated and hypertrophied, weighing 620 g. There was 
old pulmonary embolism, possibly from venous thrombi 
in the legs. 


Interesting incidental findings included mild acute 
membranous glomerulonephritis. There had been a 
previous streptococcal infection as indicated by an 
elevated antistreptolysin titre, though hemolytic strep- 
tococci could not be grown on culture because of 
previous antibiotic therapy. Allergic and collagen dis- 
orders accompanying this cardiac disease have been 
described by other authors. 


To our knowledge, this disease has been described 
very infrequently in North America and never in the 
North American Indian. It is common in African 
Negroes and several cases have been described in 
white men living in Africa. 


The authors wish to express their appreciation to Pro- 
fessor J. N. P. Davies, Department of Pathology, Makerere 
College, Kampala, Uganda, for reviewing the slides and 
photographs of our case, for comparison with the large 
series he has described in African Negroes. 


The authors also wish to express their appreciation to 
the technical staff of the Edmonton General Hospital and 
the Charles Camsell Hospital, for their help in preparing 
the manuscript. 
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CONGENITAL TOXOPLASMOSIS 
IN TWINS 


BEN BENJAMIN, M.D., 
HELEN F. BRICKMAN, M:D. and 
ARCADIE NEAGA, M.D., Montreal* 


SEVERAL HUNDRED CASES of human toxoplasmosis 
have been reported since the first definitive one 
in 1939.1 Congenital toxoplasmosis in twins seems 
to be rare, only six instances having been published. 
Zuelzer? first reported the disease in twins in 
1944, and was followed by Abbott and Camp? in 
1947, Bamatter* in 1947, Farquhar’ in 1950, 
Murphy and Flannery® in 1952, and Fendel’ in 
1955. The twins described by Fendel were still- 
born. All of these were monovular twins, except 
for the binovular twins described by Farquhar and 
Bamatter. In all cases both twins were affected. In 
most instances the diagnosis was made months or 
years after birth. 


We now report another instance of congenital 
toxoplasmosis in twins. These babies are of parti- 
cular interest because of the disparity in their 
signs and symptoms: in one baby, these were so 
marked as to make the diagnosis evident in the 
neonatal period, and lead to death in the first 
month; in the other, so slight as to delay the 
diagnosis until the fourth month, when it was 
made only through serological and minor ophthal- 
mological findings. 


Female twins were born at the Jewish General 
Hospital, Montreal, on October 27, 1956, six weeks 
prematurely. They shared a common placenta but the 
membranes were not described. The mother, aged 36 
years, had suffered a mild respiratory infection ac- 
companied by a low-grade fever during the first two 
weeks of the third month of pregnancy, but was 
otherwise in good health. The father, aged 42 years, 
and two daughters, aged 15 and seven years, were 
also in good health. A dog and a cat were kept by 
the family as house pets. 

The first twin was delivered by breech extraction 
and weighed 2 kg. She seemed normal at birth and 
made satisfactory progress. At three weeks of age, 
because of the diagnosis of toxoplasmosis in her twin, 
she was subjected to ophthalmological examinations, 
radiography of the skull, cerebrospinal fluid examina- 
tion and an intradermal toxoplasmin test, all of which 
were negative. In addition, samples of blood serum 
and cerebrospinal fluid were examined by the dye test 
for antibodies. These titrations were repeated at four 
months of age (Table I). At this time, although the 
infant continued to thrive, funduscopic examination 
revealed bilateral chorioretinitis: However, no ab- 
normalities appeared in the skull roentgenograms, 
which were repeated at six months of age and again 
at 14 months of age. The child was developing well 


*From the Departments of Pediatrics and Pathology, Jewish 
General Hospital, Montreal. 

Presented at the Combined Meeting of the Canadian Pediatric 
and Northwestern Pediatric Societies, Winnipeg, Manitoba, 
June 12-15, 1957. 
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and showed no gross impairment of vision when last 
seen by us at the age of 14 months. 

The second twin was delivered as a_footling breech 
and weighed 2.2 kg. Her general condition, including 
feeding behaviour, was satisfactory during the first few 
days; however, the head was enlarged, measuring 35 
cm. in circumference, and the sutures were spread. 
Microphthalmia and enophthalmia were noted on the 
right. Ophthalmological examination revealed uveitis 
with keratitis and posterior synechie bilaterally. The 
right vitreous was cloudy and obscured the fundus 
detail; on the left there were some vitreous opacities, 
but the retina could be visualized and appeared normal. 
Roentgenological examination of the skull showed 
streaky intracerebral calcification in both fronto-parietal 
regions. Lumbar puncture yielded clear yellowish fluid 
at a pressure of 240 mm. of water, containing 30 white 
cells per c.mm., 88.5 mg. % of protein, 52 mg. % of 
sugar, and 100.4 mEq./l. of chlorides. No organisms 
were identified on smear or culture. The urine showed 
a trace of albumin, a few red and white cells and 
occasional granular casts. The hemoglobin value was 
17 g. % at 10 days of age and 12 g. % at three weeks 
of age. The leukocyte count was 11,000 at 10 days 
and 4900 at three weeks, with a lymphocytic pre- 
ponderance. A presumptive diagnosis of congenital 
toxoplasmosis was made on the basis of the hydro- 
cephalus, intracerebral calcification, abnormal cerebro- 
spinal fluid and ophthalmological findings. An intra- 
dermal toxoplasmin test was negative in the baby, 
though positive in the mother. A gradual increase in 
the size of the head was evident clinically and radio- 
logically, thé cranial circumference having increased to 
38.5 cm. Specific therapy with pyrimethamine and sulfa- 
diazine was begun when the infant was nearly three 
weeks old, but her condition deteriorated rapidly and 
death supervened on November 21, 1956, when she 
was 25 days old. 


TABLE I.—Dye Test ANTIsopy TITRES 


Days 
post 


Twin Twin 
partum Date Material (deceased) (surviving) Mother 


25 Nov. 21/56 Serum 1:4096 1:4096 1:16,384 
CSF 1:256 1:64 

124 Feb. 28/57 Serum 1:4096 1:4096 
CSF 1:16 


Table I shows the results of the dye test titrations 
which were performed on the blood serum and 
cerebrospinal fluid of both twins and on the mother’s 
blood serum. 


Autopsy FINDINGS - 
Gross Examination: 


The body was that of a female infant which 
measured 51 cm. and weighed 2400 g. The head was 
very enlarged, with widely patent and bulging fon- 
tanelles (Fig. la). The right eye was smaller than 
the left, enophthalmic and completely closed (Fig. 1b). 
The right pupil was irregular and measured 4 mm. in 
diameter; the left was 5 mm. in diameter. The right 
eye collapsed during removal. There was yellow, 
semi-solid material in both nostrils. 

The abdominal, pleural and pericardial cavities 
showed no abnormalities. The heart weighed 15 g., and 
both foramen ovale and ductus arteriosus were patent. 
The right lung weighed 16 g., the left 15 g. The liver 





Case REporRTS: TOXOPLASMOSIS IN TWINS 


Fig. i1a.—Head, lateral view: prominent forehead and 
bulging fontanelle. 


weighed 100 g. and the spleen 20 g. An accessory 
spleen 8 mm. in diameter was found at the hilum. 
No gross lesions were noted in the heart, lungs, liver, 
spleen, gall-bladder, pancreas, adrenals, kidneys or in- 
ternal and external genitalia. 


The brain weighed 290 g. The dura was diffusely 
thickened and loosely adherent to the skull. The lepto- 
meninges were dull and adherent to the brain. Whitish- 
grey plaques were noted on both occipito-parietal 
regions. Both cerebral hemispheres were enlarged and 
soft, and tore easily. The gyri were flattened, the sulci 
shallow and barely visible. The cerebellum, pons and 
medulla oblongata wére of normal size. The basilar 
and carotid vessels were normal in distribution. 
Coronal sections of the brain showed the lateral 
ventricles to be markedly dilated, especially the 
posterior horns, and filled with watery, cloudy and 
coagulated gelatinous material. The brain substance 
covering the lateral ventricles measured only 3 mm. 
in thickness in some areas, and collapsed during section- 
ing. There were numerous white calcific plaques in the 
thin rim of brain substance and at the base of the 
lateral ventricles. There was no trace of the choroid 
plexuses. The foramen of Monro and the aqueduct of 
Sylvius were closed. In the right frontal lobe there 
was an abscess measuring 1.6 cm. by 1.4 cm. The 
fourth ventricle was of normal size, with recognizable 
ependyma covered partially by granulation tissue. 
Sections of the cerebellum, pons and medulla oblongata 
revealed increased vascular markings but no necrosis 
(Fig. 2). The pituitary gland was not remarkable. 
Cultures of the cerebrospinal fluid grew no bacteria. 


Microscopic Examination: 


The organs most affected were the central nervous 
system and ‘the right eye. The lungs, liver, spleen, 
kidneys, uterus, ovaries, adrenals, thymus and thyroid 
showed no lesions. 
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Fig. 1b.—Head: right microphthalmia and enophthalmia. 


Fig. 2.—Coronal sections of brain to demonstrate internal 
hydrocephalus, abscess in right frontal lobe and intracerebral 
and meningeal calcified plaques. (Scale represents 3 cm.) 
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_Fig. 3.—Brain section: large pseudocyst filled with para- 
sites. HPS stain, < 800 (approx.). 


In the pericardium and the superficial] layer of the 
myocardium there was minimal focal infiltration with 
lymphocytes, plasma cells and mononuclear cells, but 
no necrosis. No parasites were found in these cells or 
in the myocardial fibres. 


The pancreas showed slight cedema and diffuse in- 
filtration with lymphocytes and occasional eosinophils 
in the interstitial tissue. 


Fifteen blocks of the brain, cut at multiple levels, 
were stained with hemalum-phloxin-safranine (HPS), 
hzematoxylin and eosin, Giemsa, von Kossa, periodic 
acid-Schiff (PAS), and by Goodpasture’s method. In the 
areas corresponding to the gross lesions, the brain sub- 
stance was completely or partially replaced by granula- 
tion tissue, calcific plaques and large lakes of colourless 
fluid in which. only a few inflammatory cells were 
recognizable. The granulation tissue and exudate con- 
sisted of histiocytes, polymorphonuclear leukocytes, 
small numbers of eosinophils, plasma cells, lympho- 
cytes and large mononuclear cells with hyperchromatic 
nuclei, as well as considerable nuclear debris. Necrotic 
glial and, rarely, ganglionic cells were recognizable 
in these areas. There were no multinucleated giant 
cells. In these parts of the brain were found small 
irregular groups of parasites 1 to 2 microns in size 
with darkly stained eccentric nuclei; they were noted 
both in extracellular spaces and within many of the 
large mononuclear cells. From three to ten parasitic 
bodies were present in each affected cell, located 
mostly in the cytoplasm but sometimes covering the 
nucleus. No pseudocysts were noted in the granulation 
tissue. Giemsa staining showed the parasites as small, 
round, dark-blue bodies with a fine violet-pink halo. 
Goodpasture’s method stained them dark yellow with 
distinct eccentric nuclei and pale cytoplasm. The 
surrounding brain substance was markedly cedematous. 
The intracerebral capillaries were very congested. 
There was also perivascular cuffing of lymphocytes 
and large mononuclear cells. Polymorphonuclear leuko- 
cytes were numerous in the lumina of these vessels. 
In the brain substance distant from the inflammatory 
exudate, very occasional pseudocysts were observed. 
These pseudocysts varied in size from 12 to 40 microns. 
They were usually round and distended and had 
definite capsules. No lobulation or septation Was noted. 
They contained from 8 to 20 small darkly stained 
dots. The intermingled cytoplasm was stained brown 
with HPS (Fig. 3). Transitional forms varying from 
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Fig. 4.—Brain section: calcified plaque with intracellular 
granules, —— calcified toxoplasma bodies. von Kossa 
stain, X ci 


parasitized but still recognizable cells to frank pseudo- 
cysts were frequently encountered. We were unable to 
find pseudocysts in the sections stained with Giemsa, 
but they stained red and were easily recognizable by 
the PAS method. The heavily. calcified areas in the 
sections stained with HPS presented as irregular but 
sharply delimited plaques, usually in granulation tissue 
or in heavily infiltrated but still recognizable brain 
tissue. At the margins of the plaques the individual 
glial or inflammatory cells were still recognizable, 
though filled with round dark blue granules. The 
individual calcified granules were slightly larger than 
the toxoplasma béddies described above; they appeared 
to represent calcified parasites. These aréas stained 
black with von Kossa’s technique (Fig. 4). A few 
similar plaques were found in the leptomeninges. The 
lake-like spaces found in the lateral ventricles were 
filled for the most part with colourless material in 
which a few polymorphonuclears were seen. No para- 
sites were identified in these cells. There was no trace 
of the ependyma in the sections of the lateral ventricles. 
The leptomeninges covering the cerebrum and brain 
stem were diffusely and heavily infiltrated with cells 
which were mostly plasma cells, lymphocytes and 
mononuclear cells, with very few polymorphonuclears. 
The distribution of these cells was mainly perivascular. 
Most of the subarachnoid vessels were markedly con- 
gested. There was no evidence of hemorrhage, either 
in these areas or in the brain substance. The histo- 
logical structure of the cerebellum and medulla 
oblongata was intact except for slight cedema. The 
fourth ventricle showed a small amount of exudate 
of the type described in the lateral ventricles. The 
ependyma was partially ulcerated but still recognizable. 
The choroid plexuses were cedematous and moderately 
infiltrated with polymorphonuclears, lymphocytes and 
mononuclear cells. Occasional parasites were noted in 
these cells. 


No parasites were found in smears of the cerebro- 
spinal fluid. 

Because of autopsy restrictions, only the posterior 
part of the right eye was removed. It was fixed in 
Bouin’s solution and serially sectioned. The retina was 
found to be detached from the choroid over large areas. 
It was badly fragmented, owing partly to the trauma 
of removal. In the retina were definite ulcerations, 
covered by a moderate amount of inflammatory 
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Fig. 5.—Right eye: intracellular toxoplasma bodies in 
retinal cell, HPS stain, X 1200 (approx.). 


exudate, which consisted mostly of polymorphonuclears, 
with some lymphocytes and mononuclear cells. Necrotic 
retinal cells were also noted. In many of the inflam- 
matory cells, small elongated granules of choroid pig- 
ment were seen. Numerous parasitized retinal cells 
were found in the superficial granular layer of the 
detached retina, as were a few small pseudocysts (Fig. 
5). The choroid layer was diffusely infiltrated by a 
moderate number of inflammatory cells, including 
many eosinophils. A few parasites were found in this 
layer. The optic disc was oedematous. 


Summary of Findings: 
A. Toxoplasmosis, showing: 


1. Extensive diffuse meningo-encephalitis with 
(a) internal hydrocephalus, 
(b) granular and ulcerative ependymitis, 
(c) right frontal lobe abscess, 
(d) brain calcification. 
2. Diffuse chorioretinitis with detachment of the 
retina of the right eye. 
B. Slight diffuse pericarditis and focal myocarditis 
(non-specific). 
C. Slight subacute interstitial pancreatitis 
specific) . 


(non- 


DIscussION 


The protozoan organism Toxoplasma gondii has 
a very widespread geographical and zoological 
distribution. It was first identified in 1908 in a 
North African rodent, Ctenodactylus gondi.* It was 
soon found to occur naturally in a large variety of 
animals, domestic and wild, such as cats, dogs, 
pigeons, chickens, rabbits, sheep, guinea pigs, rats, 
mink and fox, some of which may very well be 
reservoir hosts, although the mode of transmission 
is unknown. Either the dog or the cat kept by the 
family of the twins reported here could conceivably 
have been the source of the mother’s infection. 
Many animals can, by a variety of routes, be in- 
fected experimentally, their blood subsequently 
becoming infective for other animals. The protozoon 
fails to grow in artificial media, and successive 
passages in animals, especially mice, are used to 
keep it alive in the laboratory. Toxoplasma may 
be grown on the chorio-allantoic membrane of de- 


> 
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veloping chick embryos, the method used in the 
preparation of antigen for the complement-fixation 
test for toxoplasmosis.* Toxoplasma, unlike viruses, 
cannot be preserved alive in glycerol or by routine 
freezing, although it was recently reported that 
some toxoplasma retained their morphology and 
their virulence for mice after being stored in 15% 
glycerol at 70° C. for 184 days.’ 

The clinical manifestations of toxoplasmosis may 
vary from lethal to inapparent in both the con- 
genital and the acquired forms of the disease. 
Acquired toxoplasma infection in a pregnant 
woman constiiutes a very serious threat to the fetus, 


““ comparable to though less widely publicized than 


that of rubella. It is possible that a mild respiratory 
illness noted early in pregnancy of our twins’ 
mother was in fact acquired toxoplasmosis. Such 
an infection in the pregnant woman is usually mild 
or subclinical, but during the period of parasit- 
zemia intrauterine infection occurs. This may cause 
intrauterine death or premature birth. Subsequent 
children are not affected. 

Congenital toxoplasmosis of the newborn in- 
volves especially the central nervous system and 
the eyes. The classical clinical picture is a tetrad 
of signs: 

1. Deformity of the head with hydrocephalus or 
microcephaly. 

2. Convulsions or other signs of involvement of 
the central nervous system. — 

3. Chorioretinitis, with predilection for the macu- 
lar region. (Extension of the eye lesions so far 
anteriorly as to produce a keratitis as well, as in 
the baby reported here, appears to be uncommon. 

4, Roentgenological evidence of cerebral calcifi- 
cation. 

However, the picture may be variable, with in- 
volvement of heart, liver, spleen, bone marrow, 
pancreas and umbilical cord. Beckett and Flynn” 
reported the case of an infant who died at one 
day of age, having shown jaundice and bleeding 
as well as brain and eye disease.. A somewhat 
similar case was reported at the Children’s Medical 
Center in Boston in which an infant with jaundice 
and purpura, suspected of having cytomegalic- 
inclusion disease, died at three days of age of what 
proved to be toxoplasmosis.’? Differential diagnosis 
may be difficult, especially since cytomegalic- 
inclusion disease can produce intracranial calcifi- 
cation and ocular involvement, including two re- 
ported instances of chorioretinitis.* Assistance 
must be sought from the laboratory. 

The chief laboratory diagnostic aid is the dye test 
for antibodies, developed by Sabin and Feldman** 
in 1948. It depends on the fact that serum antibody 
against toxoplasma is able to prevent toxoplasma 
in mouse peritoneal exudate from staining with 
methylene blue. The antibody titre in cerebro- 
spinal fluid as measured by the ‘dye test is usua!! 
about 0.008 of that obtained in the blood serum.*® 

The complement fixation test generally becomes 
positive later than the dye test, but is especially 
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useful in interpreting dye tests of low titres. The 
cutaneous test may become positive still later, and 
is often negative in active cases, as in the infants 
reported here. Demonstration of the parasites by 
animal inoculation, usually requiring serial passage, 
supplies conclusive proof of the diagnosis. In our 
case, necropsy specimens were unfortunately 
frozen, precluding such demonstration. 

The presence of antibodies in the blood serum 
indicates infection, active or antecedent. Feldman 
reports that about 30% of North American adults 
have demonstrable antibodies in their blood serum, 
presumably acquired during subclinical infec- 
tions.’* This figure varies with the region. A woman 
who has no antibodies at the beginning of preg- 
nancy and who has acquired them later in the 
pregnancy has been infected in the interval. How- 
ever, a rising titre in the pregnant woman may 
occur without fetal infection. Stanton and Pinker- 
ton’’ described the case of a woman who had a 
biopsy of a lymph node which revealed toxoplasma, 
-and gave birth to a normal infant with a high 
passive titre 43 weeks later. According to Feldman, 
a high passive titre in a newborn infant does not 
usually persist after four months. The fact that 
the surviving twin retained as high a level of anti- 
bodies at four months as was present neonatally 
supports the conclusion that she was indeed in- 
fected in utero, as does the development of chorio- 
retinitis by that time. 

The therapeutic agents most active against toxo- 
plasmosis are pyrimethamine and the sulfonamides, 
which are used in combination since they are 
synergistic. The results of treatment are reported 
as favourable in experimental animals’* and in 
adult humans with ocular toxoplasmosis.’® Therapy 
is hard to assess because of the variability of the 
disease. In congenital toxoplasmic encephalitis in 
particular, therapeutic success is unlikely because 
of prenatal brain damage. Pyrimethamine and 
sulfadiazine had no evident effect on the infant 
described here. Administration of these prepara- 
tions to a woman who contracts the infection 
during pregnancy might possibly mitigate the 
effects on the fetus. 


SUMMARY 


An instance of congenital toxoplasmosis affecting 
newborn twins is reported. One twin presented the 
classical tetrad of signs and succumbed to the disease 
at 25 days of age. The surviving twin has some bilateral 
chorioretinitis but has remained well in other respects 
up to her present age of 14 months. 


We wish to thank Dr. H. A. Feldman, Upstate Medical 
Center, Syracuse, N.Y., who so kindly performed the 
dye test titrations, and Dr. F. Wiener for his kind per- 
mission to examine the surviving twin. 
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VAGINITIS EMPHYSEMATOSA* 
L. S. MAUTNER, M.D., Toronto 


VAGINITIS EMPHYSEMATOSA is an unusual condition 
of obscure etiology which has only rarely been 
observed in non-pregnant patients in vivo. For this 
reason and because of certain morphogenetic find- 
ings, the present case was thought to merit publica- 
tion. 


Mrs. H.K., aged 31, was apparently in good health 
until she came to this country in January 1957. Since 
then she had suffered from increasing exercise in- 
tolerance, shortness of breath and occasional pains in 
her chest. On physical examination she had a dia- 
stolic mitral murmur and a “mitral-shaped” heart. 
While under investigation she suffered from what ap- 
peared to be “simulated stroke” which was considered 
functional, and psychiatric management was advised. 
On her first hospital admission, her blood pressure was 
218/150 mm. Hg, but because of the patient’s so- 
called hysteria, investigation was deferred. The patient 
was admitted to this hospital on August 20, 1957; 
because of her hypertension, a urological investigation 
was carried out and renal function as tested by indigo- 
carmine excretion was found severely impaired on the 
left side. Aortography performed on November 15 also 
showed marked difference in the outlines of the renal 
vessels on the left and right sides. Because of this, a left 
nephrectomy was carried out, and before removal of 
the kidney, direct aortography was repeated; this 
showed an arterial block, most likely due to atheroma. 
Pathological examination of the removed left kidney 
showed arteriolar nephrosclerosis with embolus in a 
branch of the renal artery and advanced atheromatous 
change of this vessel. After operation the patient's 
blood pressure dropped and remained in the range of 
110/90. 


The patient also gave a history of about three 
months’ duration of vaginal spotting between menstrual 
periods. A gynecological consultation was obtained; 
smears taken for cervical cytology were positive 
for malignant cells (Fig. 1). Because of this, a wedge 


’ resection of cervical tissue was carried out. The gyne- 


cologist reported: “Cervix of normal size, irregular in 


*From the Department of Pathology, St. Joseph’s Hospital, 
Toronto. 
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Fig. 1.—Cancer cell in cervical smear. X 2400. 


shape, moderately firm, os lacerated, with many bluish 
blebs on the anterior portion.” The patient subsequently 
went into cardiac failure. Although subacute bacterial 
endocarditis was suspected, numerous blood cultures 
failed to show a responsible organism. The patient re- 
ceived large doses of penicillin, and was under therapy 
when a cervical biopsy was taken. She became con- 
fused on several occasions, and died in congestive 
failure four months and 18 days after admission. 


Fig. 2.—Gross specimen from autopsy showing cervix and 
portion of vagina with multiple gas cysts. 


At autopsy the important findings were: “Subacute 
bacterial endocarditis with evidence of old rheumatic 
mitral stenosis. Organisms responsible for the endo- 
carditis could not be identified. Multiple areas of 
encephalomalacia secondary to emboli were found. 
Examination of cervix and vagina showed some de- 
formity of the cervix. Induration of that organ was not 
striking. Numerous bullze were found throughout the 
vaginal mucosa and cervix, measuring from 1 to 0.5 
cm. in diameter [Fig. 2]. In some areas the mucosa 
of the vagina appeared to be ulcerated. When some of 
these bullze were pierced under liquid, gas could be 
seen to emanate from the bullous cavity.” 


The cervical wedge biopsy taken after the cytological 
smear had been reported positive for malignancy re- 
vealed carcinoma in situ. Some areas even showed 
evidence of early invasion (Figs. 3 and 4). Peculiar 
cystic formations and foreign-body giant cells were 
noted on the original biopsy. The significance of this 
lesion was not fully appreciated, probably because of 


. 


. 
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we. 3.—Biopsy specimen showing invasive carcinoma. 
x 240. 


the presence of early invasive carcinoma, but it became 
clear after seeing the autopsy specimen and puncturing 
some of these cysts under water. It was then recognized 
that the case doubtless represented one of so-called 
colpocervicitis emphysematosa. 

This case shows several interesting features of some 
help in the elucidation of the pathogenesis of this 
lesion. Sections from surgical biopsy in several areas 


“i. 4.—Detail of portion of specimen shown in Fig. 3. 
x 0. 


show a picture similar to the low-power view of the 
lesions illustrated in Fig. 5. Superficially, there was 


Fig. 5.—View of surgical specimen showing intraepithelial 
Ce bulle and liquefaction necrosis of stroma. 
x ; 
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Fig. 6.—View of superficial inflammatory reaction of 
cervix. X 960. 


infiltration of the epithelium by neutrophils (Fig. 6). 
Intraepithelial cysts also could be seen (Fig. 7). The 
basal layer of the cyst shows only a very thin rim of 
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Fig. 9.—Continuation of preceding lesion showing giant 
cell lined cavity subepithelially (area adjacent to that 
shown in Fig. 8). X 960. 


The absence of proliferating epithelial cells within the 
cyst cavity must be noted. In some areas subepithelially, 
there is liquefaction necrosis of connective tissue with 





Fig. 7.—Intraepithelial bulle close to rupture into sub- 
epithelial stroma. X 960. 


epithelium. Some ofthese cysts may-well have ruptured 
into the subepithelial cervical and vaginal stroma. 
Furthermore, there was evidence of cleft formation of 
the epithelium, which may have resulted from rupture 
of intraepithelial bulla, and erosion of the superficial 
epithelium. The clefts lead into one of the spaces lined 
with giant cells, which are found in numerous areas 
throughout the subepithelial stroma (Figs. 8 and 9). 





oe 8.—Break in surface epithelium leading into cavity 
lined by giant cells. X 960. 


Fig. 10. _-Subepithelial liquefaction cyst semmaitane, x 960. 


cyst formation, presumably containing gas (Fig. 10). 
In the autopsy specimen, the vaginal epithelium has 
lost its surface layers, particularly in the lower portion 
of the vagina, showing peculiar granular arrangement 
around the engorged subepithelial vessels, with marked 
thinning of the remaining epithelial coat (Figs. 11 and 
12). Numerous large cystic spaces were found within 
this specimen, showing absence of epithelial or endo- 
thelial lining, but showing presence of a rim, probably 
made up of somewhat condensed fibrous tissue, sur- 


Fig. 11.—Segment of vagina showing loss of superficial 
epithelium. xX 240. 
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Fig. 12.—High power view of preceding lesion. X 960. 


rounding a space which contained gas and possibly 
some liquid (Fig. 13). This lesion has been described 
by many authors. No intraepithelial or subepithelial 
bullz lined by giant cells could be found in any of the 
autopsy sections, and it can therefore be concluded that 
the lesion in the surgical biopsy specimen taken about 
two months before autopsy represents an early stage 
of this disease. 


Fig. 13.—Vaginal section showing gas-filled cyst, with 
moderate condensation,-of fibrous tissue showing absence 
of epithelial or giant "cell lining. Marked lymphocytic in- 
flammatory reaction of subepithelial stroma. xX 60. 


DIscussioNn 


Vaginitis emphysematosa, also called colpo- 
hyperplasia cystica or emphysematous colpitis, is an 
unusual condition. According to Buckingham and 
McClure,’ fewer than 20 cases have been described 
in the American and British literature. Huguier? 
described this condition for the first time in 1847. 
The majority of cases reported in the German liter- 
ature and half of those in the American and British 
literature were associated with pregnancy. Accord- 
ing to Zachariae,* who reviewed this subject exten- 
sively in 1956 while publishing two cases of his 
own, Only eight cases have been reported in non- 
pregnant, living patients suffering from a variety 
of gynzcological and other diseases. According to 
Ingraham and Hall,‘ 41 cases out of a reported 
80 occurred -in pregnant women between the ages 
of 19 and 43, Of the remaining 39 cases, 31 were 
found at necropsies of patients aged 17 to 76. Cir- 


> 
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culatory disturbance is the most frequent of the 
numerous causes of death reported in the latter 
group of cases. 

The pathogenesis of this disease has never been 
established with certainty and there are several 
schools of thought on this subject. The exact nature 
of the gas within the bullz has not yet been deter- 
mined, Ingraham and Hall showed that the gas 
was not trimethylamine, oxygen, carbon dioxide or 
hydrogen sulfide. They concluded reluctantly that 
the bullz most likely contained air. However, this 
has not been proven with any certainty. e 

The schoois of thought on pathogenesis can be 
classified in the following manner: (1) pressure 
injury to vaginal wall displacing air; (2) lymphatic 
ectasia (Chiari); (3) infection (Nagashima); (4) 
epithelial cell origin (Gardner). Gardner thinks 
that the giant cells which surround the smaller and 
early cystic lesions are derived from sequestrated 
epithelial cells. As the disease progresses, these 
cells tend to disappear and leave gas-filled cystic 
spaces surrounded by compressed fibrous tissue. 
Gardner’s view was also accepted by Bender and 
Jeffcoate.2 Most authors, and particularly those 
impressed by Gardner's theory, have laid emphasis 
on the inconstant bacteriological findings. More 
impressive are the views of Nagashima, who 
claimed that the cyst arises primarily in epithelium 
and later penetrates into lymph spaces,* or more 
probably into tissue spaces where gas is formed by 
bacterial action. The order of the process is then 
one of inflammation of surface epithelium with 
cyst formation, possibly caused by low-grade bac- 
terial action, and rupture into subepithelial stroma 
with cavitation and gas production. The foreign- 
body giant cells are probably not epithelial in 
origin, but most likely represent a histiocytic re- 
action, secondary to some foreign body such as 
gas or bacteria of low pathogenicity. The presence 
of a fair number of chronic cells, and also of a 
few acute inflammatory cells within the epithelium 
and the subepithelial stroma of the cervix and 
vagina, is a feature different from that of the 
other reported cases. Stains for fungi and Gram 
stains on numerous sections of the material at 
hand have been singularly unsuccessful in showing 
characteristic micro-organisms with the exception 
of a few dubious cocci. 

One of the reasons for presenting this case is 
to familiarize others with this rare condition. Better 
bacteriological and chemical studies could have 
been carried out by the author, had he been more 
familiar with this disease at the time the patient 
came to autopsy. No paper on this subject can 
be written without pointing to two other conditions 
with histological findings almost identical with the 
above, and whose pathogenesis is equally obscure. 
These conditions are pneumatosis cystoides intes- 
tinalis and emphysematous cystitis. 


*The author does not accept this part of the explanation. 
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SUMMARY 


A case of vaginitis emphysematosa in a non-pregnant 
woman occurring simultaneously with early invasive 
carcinoma of the cervix has been presented. Photo- 
micrographs show a sequence of morphological changes 
in surgical and autopsy material, from the early stage 
of the disease to the late picture in a fully established 
lesion. 

Since the submission of this case report, an article 
by Dr. M. R. Abell has appeared in Surgery, Gyne- 
cology & Obstetrics (107: 631, 1958). This article 
presents eight cases of this condition, but the intra- 
epithelial and subepithelial changes of the early bullous 
type have not been demonstrated. 
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Special Article 


PREPAID MEDICAL INSURANCE 
AND HEALTH CARE IN 
BRITISH COLUMBIA* 


DENYS K. FORD, M.D., F.R.C.P.[C],7 
Vancouver, B.C. 


Over 600,000 or 40% of the 1,500,000 people in 
this province (1958 figures ) have medical insurance 
coverage through established non-profit prepaid 
insurance schemes. Table I (based on 1956 figures ) 
outlines the number of persons included in these 
plans and shows that another 10% of the popula- 
tion has some medical insurance through the com- 
mercial insurance companies, though in most cases 
this is of a restricted nature and confined to acci- 
dent or in-hospital expenditures. Approximately 
100,000 persons (7% ) have their medical care pro- 
vided directly by the government Social Assistance, 
Department of Veterans Affairs, or Indian Medical 
Services. 


The fact that 50% of the population have ob- 
tained some medical insurance, and the rapid 
growth of this figure over the past 10 years, in- 
dicates that the principle of prepayment has be- 
come an established feature of life in B.C. This 
experience parallels that in the rest of Canada 
and in the majority of the civilized countries of 
the Western World, and stems from the realization 
that the cost of medical care for the individual 








*The opinions expressed by the author are his personal 
ones, and do not necessarily represent those of the British 
Columbia Division of the Canadian Medical Association. 

tAuthor’s address: 3940 West 10th Avenue, Vancouver 8, B.C. 
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receiving it is not only high but continuously in- 
creasing, and that the moment of incurring the 
expenditure usually coincides with a reduction or 
loss of income. The Canadian Medical Association 
in 1955 expressed this viewpoint in their state- 
ment of Policies and Principles of Health Insurance 
in Canada: “Having seen demonstrated the success- 
ful application of the insurance principle in the 
establishment of the voluntary prepaid medical 
care plans, the C.M.A, recommends the extension 
of these plans to cover all residents of Canada, 
with financial assistance from public funds where 
this is required. The C.M.A, recommends, where 
it becomes evident that the voluntary medical 
care plans cannot achieve adequate coverage, that 
provincial governments collaborate in the adminis- 
trative and financial task of extending health in- 
surance to all through the medium of the voluntary 
prepayment plans.” 

If voluntary prepayment plans are to form the 
financial basis of medical care, it is necessary to 
study the various types of plans, the deficiencies 
of the schemes, and the ways in which this method 
may be extended and improved. 

Up to the present the major portion of prepaid 
insurance has been arranged on the employee 
group basis which is advantageous to the insurer 
and the insured, for the following reasons: 

1. The cost of acquiring new members is less 
when groups as opposed to individuals are enrolled. 

2. In group insurance the risks are spread over 
a larger population and poor risks are balanced 
by good risks, whereas in individual insurance there 
is an incentive for the poor risks only to buy the 
insurance, 

3. Partial or complete subsidization of the groups 
by employer contribution is a strong incentive to 
obtaining group insurance and this is lacking for 
the non-group member. 

4. Pay-cheque deductions form a cheap, easy 
and painless method of collecting premiums from 
the group members. The collection of premiums 
from individual members is both more difficult and 
costly. 

5. Automatic pay-cheque deductions do not re- 
quire the insured person to reconsider his con- 
tinuation with the scheme on the occasion of 
each premium payment. 

6. On account of the advantages of group in- 
surance, healthy members tend to continue with 
their insurance and thus help to keep the cost of 
premiums down. On the other hand, the increased 
cost and nuisance of individual insurance causes 
healthy members to leave the schemes, so that the 
continuing members tend to be poor risks with 
a strong incentive to insure because they either 
have or anticipate some illness. This adverse 
selection further increases the cost of individual 
coverage insurance. 

The addition of these factors causes so much 
difficulty with individual contract health insurance 
that this is now generally considered an unsatis- 
factory. method of prepayment; thus, if voluntary 
prepayment is to be successfully extended, it 
will have to be achieved by group measures. As 
already observed, the prepaid plans have up to 
now been able to extend their coverage by 
employee group contracts, but if voluntary pre- 
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TABLE I.—Estimate oF THE B.C. PopuLation CovERED BY SOME Type OF HEALTH INSURANCE, 1956 


Organization 


M embers. 
and 


Members dependents 





Associations (approved) 
Medical Services Association 
Medical Services Incorporated 
Vancouver School Teachers’ Medical Services Association 
B.C. Teachers’ Federation Medical Services Association 
B.C. Telephone Employees’ Medical Services 

B.C. Government Employees’ Benefit Association 
Cunningham Western Drug Sick Benefit Association 
C.U. & C. Health Services Society .. - 

Canadian Pacific Railway 


Doctors’ contracis—estimated 
Kimberley 

Powell River 

Nanaimo Coal Mines 


Various packing HOUND GOURDS... .. «6. ceiver ees wcedewsees 


Associations (non-approved)—estimated | 
Teamsters Medical Aid Fund 

Rossland-Trail Sick Benefit Association 
Cranbrook-Kimberley Medical Benefit Association 
Creston Valley Sick Benefit Association 


Federal Government Employees............. epics Lee tee 


Fraser Valley Medical-Dental 


Miscellaneous 
Persons insured by the commercial insurance companies 


Social Assistance Medical Service...................2--0e08- 


Indians (28,060) and government institutions (5,590) 


Department of Veterans Affairs.......................0000- 





Estimate of the B.C. population covered by some type of health insurance............ ' 


Estimate of the B.C. population 


paid medical insurance is to form the basis of 
medical economics, group insurance will have to 
evolve beyond the limits of current practice. This 
is now being achieved by reducing the size of 
groups coverable from 10 people down to 3 people 
and also by the insuring of non-employee or 
trustee groups. 


Large segments of the B.C. population are en- 
gaged in farming, fishing, or the distribution of 
consumer goods, and these people are organized 
in co-operatives or buying, selling or distributing 
agencies, Schemes can be set up on a trusteeship 
basis in which the agency, already functioning as 
an organization, can perform the duties of adminis- 
tration in the same manner that an employer does 
in normal group contract. The principles govern- 
ing the recognition of non-employee groups have 
been developed by the Blue Cross in their hos- 
pitalization plans, Firstly, the obtaining of health 
protection must be incidental to rather than a 
principal purpose of the organization and reason 
for membership. Secondly, the organization must be 
a stable and responsible one with available member- 
ship lists of members required to pay dues. Thirdly, 
the organization must have an office and paid 
personnel, and fourthly, the organization must not 
only officially endorse the particular plan 6n an 
exclusive basis and meet whatever underwriting 
requirements are applied, but also be responsible 
for the enrolment of new members and the collec- 
tion of premiums, Examples of trustee plans are 


» 


359,867 
22,053 
2,880 
7,950 
4,500 9,033 
8,400 20,233 
350 900 
27,000 85,000 
14,500 33,000 | 


133,908 
9,344 
1,400 
3,250 





540,916 


202,652 


5,450 
5,450 
1,090 
3,270 


15,260 


930 
2,500 
1,800 
1,600 
3,350 

20,000 


30,180 


127,720 
65,800 
33,650 

3,350 


816,876 
1,398,464 


eee 58.4% 
100% 


those already operated through M.S.A. by the 
Fisheries’ Association of B.C., the Northern Interior 
Lumbermen’s Association, a number of union 
locals, the Vancouver Real Estate Board and the 
Victoria Chamber of Commerce. 


Prepaid medical insurance is organized through 
the non-profit associations such as M.S.A., M.S.L., 
C.U. & C, and other physician-approved plans or 
alternatively through the commercial insurance 
companies. In B.C. the non-profit associations 
have usually given complete “service” coverage 
while the commercial companies have most often 
sold partial coverage through indemnification 
plans. One of the most praiseworthy aspects of the 
group schemes is the high proportion of the 
premium dollar which is paid out in medical ser- 
vices; most of the plans return 85-90% of their 
premium earnings in services. In contrast, in- 
dividual insurance absorbs about 380% of the 
premiums in overhead expenses. There is little 
difference in operating costs between the group 
insurance activities of the non-profit schemes and 
those of the commercial insurance companies, Al- 
though both types of insuring agency have con- 
centrated on group insurance, some agencies of 
each type have sold individual coverage insurance. 
It can be argued that individual coverage must 
be sold to overcome the gaps in group insurance 
and that individual insurance therefore satisfies a 
definite need. On the other hand, individual in- 
surance requires not only more active selling on 
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the part of agents, who almost inevitably must at 
least in part be paid on a commission basis, but 
also a variety of necessary exclusion clauses to 
protect the insuring agency from abuse. Un- 
fortunately, the failings of human nature on the 
part of the eager salesman and the buyer only too 
often result in misunderstanding and subsequent 
dissatisfaction. The potential for abuse on the part 
of both salesman and buyer combined with the 
high overhead costs makes individual insurance a 
poor substitute for group insurance. 


Estimates of the number of persons coverable 
by employee and trustee group insurance indicate 
that about 80% of the population can be thus 
insured, About 5% of the remainder will be indigent 
and treated within the provisions of the Social 
Assistance Medical Services (S.A.M.S.) and a 
further number will have sufficient income to 
cover any medical eventualities, but there will 
always be about 10% of the population who are 
uninsurable by these means and yet who are in- 
capable of meeting the costs of medical care. 


TABLE II.—Breakpown or THE ToTAL NuMBER oF Persons WirHovut 
EDICAL CovERAGE IN B.C. tn 1955 
Individuals Percentage 
an 0. 
Category Individuals dependents population 
Retired persons (65 years and over) 137,400 
Less: Persons covered by Socia 














Assistance Medical Services 46,400 91,909 91,000* 7.0 
Persons self-employed or in firms of 
1 or 2 employees: 
Retired persons still employed 7,000 
Agricultural workers 8,500 
Hunters and prospectors 220 
Housekeepers and domestics 4,850 
Pedlars, ete. 1,100 
Others 2,330 24,090 45,000 3.5 
Persons in firms of 3 to 9 employees 
inclusive 87,000 216,000 16.6 
P ersons in firms of 10 or more ° 
employees 141,000 306,500 23.5 
Ms bare bat icxeds wes 343,000 658,500 50.5 


*1958 figure 107,000. 


Table II gives the estimated breakdown of the 
number of persons in the province who were with- 
out medical coverage during the year 1955. It will 
be seen that there are about 100,000 people over 
the age of 65 who do not come under the provisions 
of S.A.M.S. These people, for the most part retired 
or semi-retired, are faced not only with a limited 
income but also with the high probability of need- 
ing medical care. They form a section of the 
population for which there are at present no ade- 
quate means for inclusion in any prepayment in- 
surance plan other than by individual contract, 
which would be impracticable for such a high-risk 


population. Although persons over 65 are not the 


only people for whom group insurance is not 
possible under present circumstances, they are the 
largest section and the section for which a solution 
could be regarded as socially urgent. If some 
scheme for subsidizing the “over 65” population 
in prepaid insurance could be instituted, the 
remainder could reasonably be left without cover- 
age until the other more urgent aspects of health 
care had been. dealt with. The extension of the 
S.A.M.S. program into the particular areas where 
deficiencies of medical care could be demonstrated 
would probably be a better alternative than the 
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evolution of complicated schemes to include small 
fractions of the population, which might damage 
other aspects of the prepayment program. 

There is no limit to the amount of health and. 
medical care that individuals and communities 
require, and therefore the need for health services 
will always be in excess of the community resources. 
Consequently, it is only rational that a system of 
priorities be required for the provision of health 
and medical services. It has frequently been stated 
that we need a comprehensive medical care pro- 
gram; this is true, but such a program is not the 
mere financing of medical bills by community 
resources, it is the definition of the main deficiencies 
in the prevailing system and the careful planning 
for their solution. The community subsidization of 
prepaid medical care should be made within the 
financial limits of the whole program of health 
care, In British Columbia at present the two follow- 
ing aspects of health care are inadequate and 
necessitate immediate attention; the diversion of 
resources from these areas of the health field would 
not be in the best interests of community health. 

1. The mental health program.—The institutional, 
outpatient and supportive home care of mentally 
ill patients all need very considerable extension. 
Child guidance, the treatment of mentally retarded 
children, the treatment of juvenile delinquents and 
the initiation of some attempt to cope with the 
problems of alcoholism and drug addiction each 
requires much more active community support 
than it receives. 

2. The care of the chronic sick.—The provision of 
institutional facilities and home care for the chronic 
sick is inadequate for present needs, and the ex- 
pansion of services to the chronic sick must in- 
clude an extensive program of rehabilitation to 
enable partially disabled people to lead as normal 
a life as possible. 

In addition to these urgent aspects of health 
care, the provision of adequate laboratory services 
throughout British Columbia must be given con- 
sideration. At present only the Vancouver and 
Victoria areas are well equipped, though the recent 
establishment of pathology laboratories in Trail 
and Kamloops has caused some improvement. 
Laboratories are now planned for Nanaimo and 
Kelowna, but the achievement of a first-rate 
province-wide service will require several other 
centres, such as in Chilliwack, Prince George, and 
the East Kootenays. It is possible that Federal 
Health Bill 320, the Hospital Services and Diag- 
nostic Services Act, can be used to promote the 
setting up of such services. The profession should 
look for the opportunities in this bill and study the 
ways it can be implemented to make available 
to all citizens of the province good histological, 
bacteriological, biochemical and hzmatological 
diagnostic procedures. 

It has already been suggested that subsidization 
of prepayment for persons over 65 is possibly a 
logical step in the extension of voluntary prepaid 
medical care. It might be argued that it would 
be better to plan a compulsory scheme including 
all persons over 65, because even a considerable 
subsidy and extensive advertising would result in 
only about 50% of eligible people joining a volun- 
tary plan. On paper, a compulsory all-inclusive 
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TABLE III.—IncrEASE IN ANNUAL EXPENDITURES AND EXTENT OF GOVERNMENT SUBSIDY OF THE 
VoLuNTARY HEALTH AGENCIES OPERATING IN B.C. 


Annual operating expenditures 


1952 


152,000 
140,000 
247,000 
265,000 

99,000 
145,000 


Agency 





Canadian Arthritis and Rheumatism Society.. . 
G. F. Strong Rehabilitation Centre 

B.C. Cancer Foundation 

Victorian Order of Nurses 

Canadian National Institute for the Blind (B.C.) 
B.C. Tuberculosis Society 

B.C. Alcoholism Foundation 


Health Centre for Children 
Children’s Hospital 48,000 
Queen Alexandra Solarium 219,000 
The Vancouver Preventorium 60,000 
Association for Retarded Children ? 
Cerebral Palsy Association of B.C............ 14,000 
B.C. Society for Crippled Children — 
B.C. Foundation for Child Care, Poliomyelitis 


and Rehabilitation 45,000 


1000. 





Government subsidization 1957 


or 
Federal %of municipal %of 
grants income grants } 


7000S 120,000 
216,000 


% of 


increase 


145 
158 
149 
15 
60 1000 
67 — 
+ on ei 


1957 


55,000 15 
216,000 35 


0.5 


T 17,000 
380 — 
6 _ 


67 4000 
24,000 


140,000 t 
145,000 930 
110,000 f 


275,000 511 — 





1,435,000 


* B.C.H.LS. payments excluded. 
+ Increases > 1000%. 


scheme is certainly a logical answer to this and 
indeed to all aspects of medical coverage. Never- 
theless, in practice the defects of compulsory 
schemes would seem to outweigh the advantage of 
all-inclusiveness, particularly in B.C., where 
S.A.M.S. exists to cover all cases of genuine need 
amongst those who do not insure themselves. 


The main defects of compulsory schemes arise 
from defects in human nature in each of the three 
involved parties. Firstly, the patient loses a sense 
of responsibility about a part of his life for which 
he ought to feel responsible. His erroneous belief 
that his own health is somebody else’s duty leads 
to excessive demands and a failure to appreciate 
true health costs. Secondly, the doctor is divorced 
from the organization. of the schemes, loses interest 
in and responsibility for their successful operation, 
and usually feels put upon by both the financing 
authority and the patient. Thirdly, the financing 
authority is usually concerned more with popular 
demand and reduction of costs than with genuine 
medical and health problems and the quality of 
medical care. 


Medical insurance coverage of those over 65 
could be arranged through “senior citizens’” pre- 
payment plans set up with the understanding that 
the community and the profession would undertake 
to balance the deficits of the schemes. An individual 
premium of about 50 cents a week would probably 
pay about 40% of the cost of such a scheme, leav- 
ing 60% for the subsidy, All single persons over 
65 with an income of less than $2000 a year and 
all marital partners over 65 with a combined in- 
come of $3000 might be admissible to the plan 
if they produced a sworn notarized affidavit as to 
their annual income. Assuming that the medical 
profession would participate in the subsidization 
of the scheme — and they currently treat many in 
this age group free — the plans might be adminis- 
tered in the same manner as the already operating 
non-profit plans and would be under the joint 
control of the community authority and the pro- 


» 


3,447,000 


140 324,000 «9S 884,000 6 


fession represented in the relative proportions of 
their subsidization. 


Some years ago it was suggested that an experi- 
mental prepayment plan might be inaugurated in a 
chosen community to explore the difficulties of a 
universal coverage plan offering complete medical 
services. New Westminster was selected as the 
place for this experiment, but the scheme never 
operated because the provincial government was 
not prepared to subsidize the plan (about $50,000 
annually) for the costs of those unable to pay the 
full cost of the premiums. The experimental opera- 
tion of a senior citizens’ plan in a selected area 
might now be given consideration, as it.would be 
more restricted in scope and cost than the originally 
planned New Westminster experiment. In a small 
area the subsidization cost might be within the 
range of a municipal authority supported by a 
federal health grant, or a special provincial govern- 
ment grant. 


As already suggested by reference to the 
government-operated mental health and chronic 
care services, prepaid medical insurance is only 
one aspect of a general health care program. 
Criticism has been levelled against prepayment 
schemes on a variety of counts. Firstly, the schemes 
are merely confined to paying medical expenses 
and do not actually cause the medical services to 
be provided; thus areas with an inadequate num- 
ber of doctors are not provided with doctors by the 
schemes. This is true, although the coverage by 
prepaid medical insurance of a scattered popula- 
tion certainly acts as some inducement to a doctor 
to practise in the area, because he would be 
assured of some steady income. Secondly, the 
schemes do not make provision for preventive medi- 
cine. This is true, although payments for pro- 
phylactic inoculations and vaccination are included 
in the schemes. Thirdly, the schemes are not ade- 
quate in dealing with chronic and disabling 
diseases. This also is true, but the development of 
the voluntary health organizations has occurred 
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with the growth of voluntary prepaid insurance, 
and in B.C, these agencies are now spending over 
$3,500,000 annually on health care, mostly in the 
rehabilitational field. 

Table III lists the main voluntary health agencies 
operating in B.C, Their annual operating expen- 
ditures in the years 1952 and 1957 are compared, 
and it is evident that the extent of their operations 
has more than doubled during this time. The last 
four columns of the table indicate the degree to 
which the organizations are subsidized by federal 
and provincial or municipal sources. 


TABLE IV.—IncoME From Socrau Securrry Tax 1n Com- 
PARISON WITH EXPENDITURES ON DIFFERENT ASPECTS OF 
HEALTH AND WELFARE IN B.C., 1957 





Million dollars 























* Income from 5% Social Security Tax...... 86.25 
* Expenditure of Department of Health... ... 2 
. = 7 - “‘ Social Welfare 21.0 
™ ” on mental health care......... 9.5 
, ° on homes for the aged......... 1.5 
° ° oe ek Fer 32.0 
72.0 
+Expenditure by voluntary health agencies. .. 3.50 
+1957 income of M.S.A. covering 
approximately 400,000 people. .... 10.00 


* Figures taken from government estimates for year ending 
March 1958. 
4Figures taken from annual reports for the year 1957. 


In order to facilitate understanding of the 
costs of health care in B.C., Table IV outlines the 
major expenditures on different aspects of health 
and welfare in 1957, and compares them to the 
revenue derived from the 5% social security tax. 
M.S.A. income has been included in this table in 
order to stress that the governmental provision of 
M.S.A.-type coverage to the whole population 
would presumably cost in the region of $40,000,000, 
the equivalent of a 214% sales tax. 

At the present time in B.C. there are two possi- 
bilities for the provision of an acceptable community 
health program. Comprehensive medical care can 
be provided by the continued growth and integra- 
tion of prepaid medical insurance, the activities of 
the voluntary health organizations, and the services 
operated directly by the government. The only 
alternative is a complete government planned and 
administered provincial health service. 


SUMMARY 


Prepaid medical insurance schemes such as are 
now operating in B.C. can successfully perform their 
part in a comprehensive medical care program: 

1. If they accept the full responsibility for their 
field of operations in the health program. This means 
that they must: (a) achieve an 80% coverage of the 
population in the near future; (b) keep their operating 
costs down by preventing abuses both by patients 
and doctors; (c) make provision for generally accepted 
preventive health measures in their operations. 

2. If subsidization of certain population groups can 
be achieved within the operation of the schemes. 

3. If they are developed in conjunction with the 
rehabilitation programs of the voluntary health agencies. 
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4. If the medical profession genuinely supports and 
works for the successful operation and extension of 
all schemes meeting acceptable standards. 


The author wishes to thank M.S.A. for making available 
the information contained in Tables I and II. He is also 
grateful to the voluntary health agencies listed for their 
assistance in compiling Table III from their annual reports. 
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RESUME 


Les projets d’assurances médicales du genre de ceux 
qui fonctionnent actuellement en Colombie Canadienne 
peuvent accomplir leur tache avec succés dans un_pro- 
gramme d’ensemble de soins sils acceptent leurs pleines 
responsabilités dans la part du programme de santé qui 
leur échoit. Ceci implique qu’ils doivent s’étendre 4 80% 
de la population dans un avenir prochain; garder leurs 
frais d’opérations 4 un minimum, en prévenant tout abus 
tant du cété des malades que de celui des médecins, et 
inclure des mesures de médecine préventive d’usage courant. 
Ils auront d’autant plus de chances de réussir que la 
structure de leur organisation leur permettra de subsidier 
certains segments de la population, quils évolueront de 
air avec les programmes de réadaptation des organisations 
énévoles de santé et que la profession médicale offrira son 
appui et travaillera au succés du fonctionnement de tous les 
projets offrant des normes acceptables. 
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INCIDENCE OF HAY FEVER 
IN RECENT IMMIGRANTS 
TO CANADA* 


R. F. HUGHES, B.A., M.D., F.A.C.A., 
Hamilton, Ont. 


IN THE PERIOD SINCE 1945, large numbers of people 
have migrated to Canada, especially from Europe. 
Figures obtained from the Department of Citizen- 
ship and Immigration of Canada show that there 
have entered Canada from 1946 to 1957 inclusive, 
1,700,000 immigrants of whom 83% came from 
Europe, 7.4% from the United States, and the 
balance from other countries, as those of Asia and 
Africa. It may be assumed that the incidence of 
allergic conditions, namely 10%, would approxi- 
mate to that of any other population group, 
whether in Europe or elsewhere. In other words, 
given the allergic constitution, adequate exposure 
would be expected to produce hypersensitivity to 
allergens. We believe that exposure to pollens of 
the ragweed or Ambrosia family is peculiar to 
persons residing in America, especially the tem- 
perate zones of North America and to a lesser ex- 
tent of South America. References to the presence 
of Ambrosia in Europe are very rare and probably 


*Presented before the Third International Congress of 
Allergology, Paris, France, October 25, 1958. 
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accounted for only by the introduction of seed 
accidentally in the environs of army camps occupied 
by American troops. The weed has been reported 
in Ruislip, Middlesex, England, and on the borders 
of France and Italy, in 1956, both near large 
American service camps. There may be other 
small areas where ragweed has obtained a foot- 
hold. It would be very unfortunate if this is 
not stamped out. Nevertheless, it is not likely that 
any large numbers of Europeans will have been 
exposed to ragweed pollen so intimately as to 
have acquired an appreciable degree of hyper- 
sensitivity. Freeman? states that he has never seen 


a reaction to the antigen in anyone other than-- 


those who have been in North America. Sherman* 
has made the statement that “sensitization is never 
found to those allergens whose distribution pre- 
cludes the exposure of the patient.” 

In the area in which I have practised, there is 
a considerable concentration of two Ambrosia 
species: Ambrosia elatior, the short ragweed, and 
Ambrosia trifida, the tall ragweed. From August 10 
to September 22, as a usual thing, we have rag- 
weed pollen counts ranging as high as 400 and 
600, or even 800 grains per sq. cm. of exposed 
slide in 24 hours. This represents a pollen index, 
according to the calculations of Durham,‘ of 
about 80, the highest recorded in Canada. However, 
there are considerably higher pollen indices in 
areas of the United States such as that in Northern 
Michigan, reaching as high as 190.° 

Ragweed pollinosis, commonly called “hay fever’, 
is our most prevalent form of seasonal allergy, 
accounting for 30 to 50 cases per 1000 of popula- 
tion. The well-known symptoms consist of irritation 
of the eyes, nasal passages, and nasal adnexa, 
frequently associated with bronchial asthma in the 
more severe cases. A series of 60 such cases is 
here reported. ; 

Of these, the countries of origin are as follows: 


Britain 18 
Germany 10 
Holland 7 
Poland 5 
Esthonia 5 
Italy 4 
Austria 3 


Russia 2 
Belgium 1 
China 1 
Czechoslovakia 1 
Finland 1 
Rumania 1 
Yugoslavia 1 


The average age of these 60 patients was 34.6 
years, with a range from 13 to 62 years of age. 
Of this group, two had their first symptoms in the 
first year in Canada, four in the second year, 13 
in the third year, and 13 in the fourth year; the 
balance occurred in later years up to the 15th year. 
Many of these patients had allergic conditions 
before, either in the old country or in Canada, and 
some had pollinosis due to other causes such as 
grasses, trees and weeds, both at home and in 
Canada. Symptoms in the patients included con- 
junctivitis and coryza of a degree of severity 
roughly corresponding to that in any unselected 
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group of pollinosis cases. Of the 60 persons, 18 
(30% ) had developed asthmatic symptoms by the 
time they came under treatment. None had had 
any asthma preceding the pollinosis, which must 
therefore be considered the cause of the asthma. 
In a study of a larger series of pollinosis cases 
reported some years ago by the present author,’ 
51% of the series with pollinosis had developed 
asthmatic symptoms within five years of onset of 
coryza. 


DiIscussION 


A series of 60 patients is reported, consisting 
of recent immigrants to Canada who developed 
hypersensitivity to ragweed pollen after arriving 
here. The common cause of hay fever was the 
development of sensitivity to ragweed pollen; in 
most cases this developed in either the third or 
fourth year in Canada—in other words, after at 
least one season of contact with ragweed. The 
hypersensitivity is thought to be due to the develop- 
ment of anti-ragweed antibodies after exposure to 
the antigen, ragweed pollen. We concur in the 
belief that the process of sensitization requires an 
exposure, then a period of incubation, and, on a 
subsequent exposure, evidence of specific sensi- 
tivity. The process required a time interval of two 
to three years in 26 or 43% of the cases. In only 
two patients was there any evidence of hay fever 
symptoms in the first year of exposure. One of 
these arrived from England in July 1955, unpacked 
her effects which had been padded in rockwool, a 
very irritating material, and developed hay fever 
in mid-August, at the beginning of the pollination 
season for ragweed, to which she reacted strongly, 
along with cocklebur (Xanthium) and marsh elder 
(Iva) in April 1956, before the onset of the second 
season of pollination. 

The other patient, a young English engineer, 
arrived in Canada from India late in 1947, and 
had hay fever symptoms in the ragweed season 
of 1948. However, it is possible that he may have 
been exposed in the autumn of 1947 to enough 
pollen of ragweed to sensitize him for the 1948 
season. He was already hypersensitive to grass 
pollen. 


SUMMARY AND CONCLUSIONS 


A series of patients, who were recent arrivals to 
an area in which they were exposed to pollen of high 
sensitizing index, developed etiological evidence of 
hypersensitivity within a short time of their arrival 
in the country where the exposure was made. It is 
assumed that most, if not all, of these patients were 
already either actually or potentially allergic patients, 
since many of them showed evidence of hypersensitivity 
to other allergens of an inhalant nature. Clear evidence 
of the development of hypersensitivity was present after 
an average of two to three seasons of contact with 
the new antigen. 


501 Medical Arts Bldg.. 
Hamilton, Ont. 
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A PROTECTION DEVICE FOR 
THE SCALP-VEIN NEEDLE 
DURING INTRAVENOUS THERAPY 


ZAFAR H. ZAIDI, M.B., B.S.(Lucknow),* 
Ottawa 


Durinc the course of intravenous drip therapy by 
a scalp-vein needle in infants and small children, 
one quite often comes across the report by the 
nursing staff that “the drip has become interstitial”, 
particularly in a case where it has to run for longer 
periods. Such a report means another search for 
an intact vein, which is sometimes very precious 
and not always easy to get into, particularly in 
patients with poor veins and skin. Where the scalp 
vein is minute and the tiny scalp-vein needle is 
used, it may need only a very gentle direct or 
indirect push or pull to displace the needle and 
allow the fluid to run into the interstitial tissue, or 
to produce an alteration in the rate of flow, causing 
under-hydration or over-hydration which may prove 
lethal. Fletcher,! for example, designed a simple 
graduated cylinder to reduce the chances of under- 
hydration or over-hydration during intravenous 
therapy. 


It has been noticed that displacement of the 
needle occurs usually when the infant tosses the 
head too much or is frequently handled. A device 
has been introduced to protect the needle from any 
possible direct hit, push or pull, thus reducing the 
chances of its getting displaced. With this device it 
has been possible to keep the intravenous drip 
going for many days in the same vein without its 
becoming interstitial and at the desired rate in 
a good many cases. The device is very simple. 
handy, inexpensive and disposable. It consists of 
an ordinary 1 oz. medicine-cup which serves to 
protect the needle. 


METHOD oF USE 


An ordinary 1 oz. medicine-cup made of stiff 
paper and coated with wax is used (Fig. 1). The 
cup is inverted (Fig. 2), and the edge of the 
bottom is trimmed to form a lid with’ a hinge 


*Chief Resident in Pediatrics, Ottawa General Hospital, 
— Department of Pediatrics, University of Ottawa, Ottawa, 
nt. 
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Fig.3 Fig. 4 





Fig.7 


(Fig. 3). Adhesive tapes are applied vertically to 
the outer surface of the wall and also to the outer 
and inner surfaces of the lid in order to form a 
small handle (Fig. 4). Another strip of adhesive 
is applied horizontally over the tapes close to the 
lower edge of the cup, and a small notch is made 
at the edge to provide for the tubing of the 
needle (Fig. 5). It is now ready for use. The 
scalp-vein needle is fixed and the drip is started 
(Fig. 6). The cup is carefully inverted to cover 
the needle, but not in contact with it, and then 
firmly taped all around to the shaved skin of the 
scalp (Fig. 7). The lid may be opened to check 
the needle when desired. Every possible care 
is taken to protect the cup and to avoid its handling. 


This device may be modified in many ways — 
better shape, stiffness, adhesive devices and facility 
for watching the needle. 


SUMMARY 


A very simple, handy, inexpensive and disposable 
device, using a 1 oz. medicine-cup of stiff paper to 
protect the scalp-vein needle during intravenous 
therapy, is presented. The device reduces the chances 
of the drip’s becoming interstitial or producing under- 
hydration or over-hydration due to alteration of the 
rate of flow. 


I wish to thank the resident staff and the nursing staff 
of the Service of Pediatrics for their interest and co- 
operation in carrying out the trial of this device in the 
Ottawa General Hospital. 
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DEPRESSION 


“Perhaps of all the clinical problems that confront 
psychiatrists, the one of depression is at once the 
most frequent, of most concern to the patient and 
his family, and most perplexing to the referring 
physician.”—Barry et al. (Proc. Staff Meet. Mayo 
Clin., 34: 83, 1959.) 


It is a debatable point whether, as Barry and 
his colleagues suggest in the quotation above, de- 
pression is the commonest problem the practitioner 
has to deal with, or whether pride of place should 
be given to pain. Everybody in the world suffers 
from depression and from pain at some time or 
another; in many instances, however, no treatment 
is required for either of these common occurrences. 
In both instances, there is a continuum between 
the physiological and valuable appearance of the 
symptom on the one hand, and the pathological, 
worthless and even dangerous degree of disability 
on the other. 


In a recent survey of “the depressed patient’, 
Barry and his colleagues from the Mayo Clinic 
point out that clinical experience is necessary to 
separate the minor and trivial depressions from the 
truly significant changes in mood, and note that the 
single most important tool in making a differential 
diagnosis is the information obtained from a care- 
fully taken history. As was pointed out by par- 
ticipants in the recent international Conference on 
Depression and Allied States, held in Montreal on 
March 19 to 21, the laboratory can give us no 
help in this diagnosis, for no biochemical basis for 
the condition is known, though of course the de- 
pression may be secondary to a physical condition 
or may simulate a physical condition. 

Having decided upon a diagnosis of depression, 
the practitioner must very early in his management 
of the case evaluate the risk of suicide. In this he 
will be helped, as pointed out by Barry, by the 
degree to which the patient feels a sense of guilt 
or personal ‘worthlessness. He will also note that a 
- patient who has manifested impulsive behaviour in 
the past is a possible candidate for suicide, whereas 
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the patient with a strong moral sense and religious 
background may for these reasons be debarred 
from taking his life. The patient who voluntarily 
seeks help for what he recognizes as an illness is 
also less likely to take his life. 

With the advent of drugs for the treatment of 
depression, this question, involving as it does the 
other question of admission to hospital or out- 
patient treatment, has become more important. 
Many of the papers read and much of the discussion 
at the Conference on Depression centred around 
the new drug imipramine (Tofranil), also 
mentioned in three papers in the last issue of this 
Journal. This drug has been extensively tried out 
in Europe and North America over the past two 
or three years, and seems to have an effect different 
from that of the tranquillizers, in that it removes 
the depressed mood from a_ patient without 
specifically affecting anxiety. Bearing in mind that 
this drug is likely to be released on a wide scale 
in the near future, practitioners would do well to 
study the report of the Conference on Depression 
published on page 662 of this issue, In view of the 
fact that electroshock therapy has a success rate 
variously estimated at 80% by Hoff of Vienna and 
73% by Barry et al., the question arises what the 
relative places of this physical therapy and the new 
drug therapy are going to be in the treatment of 
depression. The general view of the conference 
seemed to be that there is a place for both types 
of therapy. Even Hoff, who has long believed that 
electroshock was the ideal treatment for depression, 
felt that in all but very severe cases imipramine 
should receive a trial. If it gave no result or an 
inadequate result within a reasonable period, 
supplementary electroshock treatment would be 
possible, and indeed it appears that a good result 
can be obtained with a lesser number of electro- 
shock sessions if imipramine has previously been 
used. 

In a recent report of a study group of the World 
Health Organization on Ataractic and Hallucino- 
genic Drugs in Psychiatry (W.H.O. Tech. Rep. Ser. 
No. 152) the value of the new approach with drugs 
in psychiatry was stressed. The study group pointed 
out that drug therapy can be graded and made 
individual in a way impossible with the massive 
procedures used in the past. Furthermore, drugs 
can be used on a far larger scale, and, most im- 
portant, the clinical findings can be increasingly 
related to a growing body of theoretical neuro- 
pharmacology and neurochemistry. Several papers 
read at the conference indicated the growing body 
of laboratory data on imipramine, for example, 
although so far no hypothesis to cover the labora- 
tory findings is possible. 


Whenever a new potent drug appears, the ques- 
tion of its side effects arises. Practitioners must 
realize that, whatever the nature of the new drug, 
if it works at all it must cause side effects as well. 
Fortunately, the side effects of imipramine have 
not on the whole proved dangerous, and Ayd of 
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Baltimore referred to the drug as “a rather safe 
one”. 


The question of psychotherapy for depressive 
states was also raised at the Montreal conference. 
In summarizing the treatment categories in de- 
pression, Cameron of Montreal drew attention to 
the fact that the correct treatment for a neurotic 
depression was psychotherapy, whereas the simple 
mild or moderate endogenous depression called for 
imipramine. Quite apart from other considerations, 
however, the maintenance of a close psychothera- 
peutic relationship between the psychiatrist and 
the patient, or for'that matter between the general 
practitioner and the patient, will help the therapist 
to determine whether the patient requires ad- 
mission to hospital and whether any risk is involved 
in treating him on an ambulant basis. Speakers at 
the conference were concerned at the possibility 
that the therapist might become simply an organic 
therapist, and overlook the fact that drug treatment 
might make it possible to gain access to experiences 
and reactions of the patient which could only be 
evaluated psychotherapeutically. 


It would seem from all this activity that a new 
onslaught on the symptom of depression is about 
to begin, comparable with recent onslaughts on 
the other big psychiatric symptom—anxiety. It is 
to be hoped that the new onslaught will not be 
characterized by some of the excesses which have 
unfortunately in recent years been associated with 
the use and abuse of drugs for relieving anxiety. 





Editorial Comments 
VITAMINS IN DIET AND THERAPY 


Most families have a bottle of vitamin pills lying 
around somewhere in the home, sometimes pres- 
cribed by a physician but much more often self- 
prescribed. Occasionally, members of the medical 
profession express concern at this wholesale intake 
of potentially dangerous drugs, and the latest effort 
at straightening the situation out has recently ap- 
peared in the Journal of the American Medical 
Association (169: 41, 1959). The Council on Foods 
and Nutrition of the American Medical Association 
has prepared a statement on the use of vitamin 
preparations as dietary supplements and as thera- 
peutic agents, and starts by insisting on a clear 
differentiation between these two uses. 


The Council reiterates once more that all the 
nutrients essential to the maintenance of health 
in the normal individual are supplied by an ade- 
quate diet, though pointing out that healthy per- 
sons whose diets are ordinarily considered adequate 
may benefit from supplementary vitamins at certain 
periods of life, such as during pregnancy and lac- 
tation, during illness or any derangement+of normal 
living, or during phases of emotional disturbance 
and consequent inability to eat an ordinary diet. 


In pregnancy and lactation, of course, the main, 
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requirement is for additional vitamin D (400 
U.S.P. units a day), though other vitamins may be 
administered in cases of doubt as regards ade- 
quacy of the previous or present diet. Attention 
is also drawn to the need of infants for sup- 
plementary vitamin D and, if artificially fed, 
vitamin C, 

The obvious fact is once more stated that 
it is much better to correct faulty food habits or 
deal with an illness than to supplement the diet 
with vitamins. 

On the subject of multiple-vitamin combinations, 
the Council stresses the point that such a combin- 
ation should contain only what is essential and 
in essential dosage. Thus, vitamin D would be in- 
cluded in preparations for children, adolescents 
and pregnant or nursing women but might not be 
essential as a supplement to a restricted diet en- 
forced by illness. The prescriber should study the 
formula of the preparation he is prescribing to see 
what relationship the dose of a given vitamin in 
the formula bears to that recommended as a 
dietary allowance. This advice is necessary because 
multiple-vitamin preparations contain amounts 
varying from about one-half the recommended 
dietary allowance to five times that allowance. 
Obviously the medium range (1-144 times the 
recommended allowance) is needed only when a 
therapeutic diet is grossly inadequate or when 
prolonged illness has greatly reduced the food 
intake, while a dose of five times the recommended 
allowance would be needed only in specific thera- 
peutic situations. 

A word of warning is sounded about folic acid, 
for unless the amount of this adjuvant in such 
mixtures is no greater than that available from 
an ample diet, the regular intake of this vitamin 
may mask a pernicious anemia. A maximum of 
0.3 mg. of folic acid daily is suggested for supple- 
mentary use. 

It is common to add minerals to vitamin mixtures, 
but the Council finds no good evidence to support 
the inclusion of the twelve or more mineral elements 
essential for man, since few of these are likely 
to be lacking even from a restricted diet. 

Turning its attention to therapy, the Council 
suggests that therapeutic vitamin mixtures should 
be so labelled and should never be used simply 
as dietary supplements. Even so, it is seldom 
necessary to administer vitamins in amounts greater 
than three to five times the recommended dietary 
allowance. This warning is particularly necessary 
in the case of vitamins A and D in view of their 
toxicity, and of course in the case of folic acid. 
The Council condemns preparations. which contain 
all or most of the known antianzmic factors to- 
gether. In every case, vitamins should be used 
as therapeutic agents only on a rational basis and 
to correct a suspected specific deficiency. 

The views elaborated in this report are of course 
counsel of perfection, for the vast majority of the 
bottles of vitamins found in the home are self- 
prescribed. Moreover, large numbers of the public 
are still far from understanding or wanting to 
understand the principles of a balanced diet, and 
the doctor may find it easier to prescribe vitamins 
than to go into lengthy explanations of absorption 
and metabolism. Although the overworked practi- 
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tioner cannot be expected always to follow the 
ideal course in prescribing, he should give heed 
at least to the principle of doing no harm, and 
beware of the dangers associated with the light- 
hearted use of folic acid and the fat-soluble 
vitamins A and D. 


PROBLEMS IN DIAGNOSIS OF PULMONARY 
DISEASE 


When the Papanicolaou smear method was first 
applied to the examination of sputum, a speaker 


at a medical meeting posed the question: what is~ 


to be done with the patient in whose sputum 
malignant cells are found on routine examination 
after failure to demonstrate any disease by physical 
examination or x-ray? Similar questions may arise 
whenever unexpected findings by one of the newer 
laboratory methods are obtained. These are prob- 
lems inherent in all progress—new fields are con- 
quered but with the conquest come more new 
problems, new questions. 

In pulmonary diseases, the strides made in recent 
years are great, but so are the problems that have 
been raised by this progress. The most obvious 
problems are.connected with the improved outlook 
for victims of tuberculosis and the resulting in- 
crease in the number of pulmonary cripples. Im- 
provement in diagnostic aids and increased aware- 
ness that the lung may be affected secondarily by 
disease in other parts of the body pose other prob- 
lems. The entire January 1959 issue of the Medical 
Clinics of North America is devoted to the major 
pulmonary diseases, and some of the information 
it contains must be known only to workers in these 
diseases or allied fields. 

Thus Runyon deals with anonymous myco- 
bacteria, atypical acid-fast organisms, which have 
been isolated from Sputa of many patients but 
whose pathogenicity was heretofore always put in 
doubt. As some of them are non-virulent for guinea- 
pigs, one can well understand the scepticism with 
regard to their role in human disease. During the 
past 3-4 years some 400 strains from different pa- 
tients have come from 93 laboratories, and _ this 
collection has permitted their more exact classifica- 
tion. Two distinct pulmonary pathogens were found 
to predominate, and they were designated photo- 
chromogens (group I) and non-photochromogens 
(group II). Runyon reports on their geographical 
distribution and some other peculiarities. 

When one compares the table of contents of this 
volume with that of a standard textbook of 25 years 
ago, one realizes the number of formerly unknown 
pulmonary diseases that are now common knowl- 
edge. Pulmonary sarcoidosis, mycotic disease and 
pulmonary manifestations of collagen diseases are 
of course the most striking, but even carcinoma of 
the lung was not too familiar to the graduate of 
the early 30’s. No longer is it permissible to assume 
that. abnormal shadows in the chest radiograph 
denote tuberculosis or neoplasms. Felson’ discusses 
the less familiar manifestations of intrathoracic 
histoplasmosis. and describes a cavitary form, en- 
larging histoplasmoma, large multinodular lesions 
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and a variety of sequele of histoplasmic lymph- 
adenitis, such as traction diverticulum of the ceso- 
phagus, broncholithiasis, the middle lobe syndrome, 
and superior vena cava obstruction. 

Sands, Schuiz and Aromstam? make a plea to the 
clinician to exhaust all available diagnostic 
methods, including biopsy, in cases of pulmonary 
infiltration of uncertain origin. Their report deals 
with 23 cases of chronic granuloma of the lung, 
11 of which were eventually found to be due to 
histoplasmosis, while two each had blastomycosis, 
coccidioidomycosis and cryptococcosis and one had 
an unidentified fungus infection. In five the cause 
of the granuloma could not be established. The 
X-ray appearance of the lesions ‘was described as 
nodular in 13 cases (with cavitation in three), and 
in six there was a true coin lesion. Skin tests, sero- 
logical examination, biopsy, bronchoscopy and 
a history including geographical data were all 
found to be helpful and yet to have their short- 
comings, as is well pointed out by the writers. They 
call for a more aggressive surgical approach and 
better histopathological, cultural and _ serological 
methods in the diagnosis of indeterminate pul- 
monary infiltrations. Admittedly the cases selected 
for this study are unusual and were chosen mostly 
for their didactic value. It is unlikely that quite so 
many pulmonary lesions will fail to yield to routine 
investigations in any one person’s experience, but 
this does not invalidate the authors’ plea. The grave 
consequences of being labelled falsely as tuber- 
culous are one obvious and important reason for 
thorough investigation of pulmonary lesions of 
doubtful nature. Another reason has recently gained 
importance, namely, the development of anti- 
mycotic agents of increasing effectiveness, especially 
in the early stages of mycotic infection of the lungs. 

W. Grosin 
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GRISEOFULVIN IN SUPERFICIAL 
Funcous INFECTIONS 


In December 1958 a short article appeared in the 
Lancet by Williams, Marten and Sarkany from 
King’s College Hospital, London, on the treatment 
of superficial infections by an orally administered 
antibiotic, griseofulvin. This is prepared from Peni- 
cillium griseofuluum dierckx and was first isolated 
in 1939. Simultaneously, Harvey Blank of Miami, 
Florida, delivered at the American Academy of 
Dermatology and Syphilology a paper on the use 
of this substance in superficial fungous infections 
in man. Since that time in dozens of different 
centres in England, United States and Canada this 
antibiotic has been used and the preliminary re- 
ports are enthusiastic, with no serious side-effects 
to date. 

If the preliminary work by Williams et al. and by 
Blank is confirmed, griseofulvin will be an advance 
in the treatment of superficial fungous infections 
comparable to penicillin in bacterial infections. It 
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is administered orally in 250 mg. tablets, and the 
adult dosage will probably be four to eight tablets 
daily. The duration of treatment necessary for cure 
is as yet unknown. 

It is remarkably effective against Microsporum 
audouini and canis which cause most of the ring- 
worm of the scalp in children, so that x-ray depila- 
tion may become a thing of the past for treatment 
of this condition. It is also remarkably effective 
against Trichophyton rubrum infections, which to 
date have defied all therapy, and is effective against 
other strains of Trichophyton and also Epidermo- 
phyton. It is to be hoped that when available it will 
be used only for fungous infections of the skin 
proved by culture, and not for the catch-phrase 
diagnosis of “athlete’s foot”. 

It is ineffective against and indeed may favour 
the growth of monilia (Candida albicans), which 
is a further reason for careful cultural studies before 
administering this antibiotic. Griseofulvin was pre- 
pared originally in the Glaxo Laboratories, England. 
It is not yet available for general use in this country 
but investigation is proceeding in most of the uni- 
versity centres, and it will probably be released by 
the Food and Drug Directorate in the near future. 

NorMAN M. WRONG 





TREATMENT OF OBESITY 


Problems of etiology, mechanisms of production 
and factors contributing to development of obesity 
were reviewed last year in this Journal by Cappon.' 
To emphasize further the multiplicity of factors 
involved in this disorder, Fertman reports a careful 
study of five cases of severe obesity.2 She found 
that constitutional factors, overeating, functional 
disorder of the diencephalo-hypothalamic area, 
gonado-pituitary disorder, trauma, and _ inactivity 
all played a part in various combinations in pro- 
ducing obesity in these patients. Four patients who 
had an excessive appetite also complained of 
nervousness, and one of them:had suffered from 
recurrent bouts of encephalitis. In the fifth patient, 
obesity was sudden in onset, she denied overeating 
or mental distress and there was no known obesity 
in her family. 

Fertman makes a plea for more careful autopsy 
studies in severe obesity, and believes that more 
attention to the endocrine glands eventually will 
yield more information regarding the etiology of 
the condition. These five patients were extremely 
obese and undeniably suffered from their condi- 
tion. But what about the mildly obese person who 
is without symptoms? Is he in need of treatment? 
Statistics have been compiled which show that 
obese people die earlier than the non-obese. Experi- 
ments on rats and other mammals described by 
Burch? show clearly that under-feeding of the new- 
born delays their maturity but prolongs their lives. 
He quotes McCay as stating that “the thin rat goes 
to the funeral of the fat rat”. The need for early 
maturity which exists in wild animals <does not 
exist in man, who can afford to mature slowly. 


In spite of the fact that many physicians and 
their patients have come to consider weight reduc- 
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tion as an absolute therapeutic necessity, it has to 
be acknowledged that even under the best of treat- 
ments the results are not too good. This is brought 
out very clearly by Stunkard and McLaren- 
Hume,‘ who summarized the results of reducing 
treatment by various authors, and report their own 
results on one hundred consecutive patients in a 
nutrition clinic of a large teaching hospital. Only 12 
of their patients lost 20 Ib. or more, and of these 
only two maintained this loss after two years. These 
figures resemble those obtained by the other writers 
whose results they review and who are all special- 
ists in the field of nutrition. The authors rightly 
wonder what the results of reducing treatment 
must be in the hands of the average physician. It 
may be appropriate to interject here that most of 
the work quoted was performed in clinics where 
the relationship between physician and patient is 
never quite so intimate as in the private office of 
the physician. It is nevertheless quite obvious that 
medical treatment of obesity is singularly un- 
successful, and the great number of reducing salons 
and of reducing diets offered to the public are the 
most striking evidence of this. 

The present writer has experienced the same 
heartbreaks as most other physicians, and has 
speculated, like many another, on the reasons why 
some people reduce much more easily than others. 
Furthermore, the impression is growing that it was 
easier 15 years ago to convince a patient of the 
importance of underlying anxiety or insecurity as 
a factor in their overeating. At present the patient 
often tells the doctor that she or he is overeating 
because of insecurity or anxiety, and asks, some- 
times belligerently, what to do about it. Are they 
just paying lip service to certain popular notions 
which have been publicized in the press or are we 
really powerless to help people overcome their dis- 
abling emotional difficulties? That is the question. 
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ASSOCIATION NOTICE 


The sessions of the Ninety-First Annual Meeting of 
The Canadian Medical Association will be held as 
follows: 

(a) The meeting of the General Council will be held 
on Friday and Saturday, May 29 and 30, 1959, 
in the Royal York Hotel, Toronto. 

(b) The Annual General Meeting for the installation 
of the President will be held at 11.00 a.m. on 
Tuesday, June 30, 1959, in the Royal York 
Hotel, Toronto. 

(c) The Scientific Sessions will be held jointly with 
those of the British Medical Association in 
Edinburgh, July 18-24, 1959. 

All of the above constitute the Ninety-First Annual 

Meeting of The Canadian Medical Association. 


A. D. KEtty, M.B., 
General Secretary. 
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Medical News 


PROPHYLAXIS OF BACTERIAL 
COMPLICATIONS IN’ MEASLES 


Opinions vary on the wisdom of giving antibiotics 
in measles to prevent bacterial complications. Used 
indiscriminately, this may result in emergence of re- 
sistant strains as well as of “superinfection”. However, 
Karelitz and his associates (J. Pediat., 54: 1, 1959) 
report a series in which 88 children treated for measles 
at home and 24 treated in hospital were given anti- 


biotics (most commonly penicillin or erythromycin) | 


without development of unusual complications or 
superinfection. All 14 children who developed com- 
plications after prophylaxis at home did so within one 
to 11 days of discontinuing the drugs; none of the 
hospital series developed complications. All the 
complications responded to the same or similar com- 
mon antibiotics, even though more coagulase-positive 
staphylococci were encountered. In general, the 
children given antibiotics felt better than the others. 


The authors do not suggest that antibiotics should 
be given as a routine in all cases of measles, recogniz- 
ing that prophylaxis with gamma globulin is generally 
preferable. They do suggest, however, that children 
under three years of age, infirm patients, and those 
for whom complications might be a threat (such as the 
tuberculous or chronic bronchitics, or persons with 
rheumatic fever) snould receive antibiotics. 


CORTISONE AND CORTICOTROPHIN 
IN ULCERATIVE COLITIS 


A study of the effects of corticosteroid therapy in 
ulcerative colitis has been carried out in 10 hospital 
centres in Britain, and the latest report (Truelove 
and Witts, Brit. M. J;, 1: 387, 1959) concerns the 
continuation of trials which have been in progress since 
1952. Part A ‘of the trial was concerned with the 
difference of ACTH and cortisone in the treatment of 
the acute attack of ulcerative colitis. For the whole 
group of 84 patients treated with ACTH, remission 
was obtained in 60.7% and improvement in 14.3%, with 
25% unimproved. In the 85 patients on cortisone, 
remission was achieved in 38.8% and improvement in 
34.1%, with 27.1% unimproved. In the first attack 
the effects were similar for the two groups and com- 
plications were more frequent among the patients on 
ACTH. There were 12 deaths in the whole group in 
the acute attack. 

Sixty-eight of the patients who were symptom-free 
at the end of 6 weeks of treatment with steroids were 
divided into four subgroups and treated either with 
oral cortisone 25 mg. twice daily or with inert tablets. 
At the end of a year the relapse rate was found to 
be appreciably higher in the group treated with ACTH 
in the acute attack. Cortisone in the dose used did 
not prevent relapses. Finally patients who relapsed 
during the year on maintenance therapy were treated 
with cortisone, and the results were found to be 
similar to those obtained when treating the original 
attack. The need to carry out similar organized studies 
with the newer corticosteroids is stressed. 
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SURGERY OF CGESOPHAGEAL 
CARCINOMA 


A total of 909 cases of carcinoma of the cesophagus 
and cardia was encountered at the Mayo Clinic in 
10 years between January 1946 and January 1956. In 
order to assess the results of treatment, this series 
was analyzed into four separate anatomical groups: 
(1) cervical oesophagus, (2) upper thoracic cesophagus, 
(3) lower thoracic oesophagus, (4) cesophago-gastric 
junction. Cases in the two five- ve groups involved 
were also compared. 

Surgical exploration was carried out in 45.6% of the 
patients, but a curative resection was done in only 
20.8% and a palliative resection in 6.2%. It is with the 
surgical series that Ellis and his colleagues (New 
England J. Med., 260: 351, 1959) have concerned 
themselves in a thorough analysis of the data. 

They show that operability and resectability is more 
likely with lesions at the cesophago-gastric junction and 
in the lower half of the cesophagus. In the first five- 
year series the resectability rate was only 18.8%, but 
this rose to 36.7% in the second five years. Improvement 
was mainly due to increasing numbers of operations 
on patients with carcinoma of the cesophago-gastric 
junction and lower part of the oesophagus. Mortality 
for patients undergoing resection was 15.9%; nearly 
half of these deaths were the result of leaking anas- 
tomoses. The mortality rate, however, has also im- 
proved. The best prognosis was associated with 
squamous-cell carcinomas at the cesophago-gastric 
junction. 

It is suggested that the results reported demonstrate 
clearly that, when properly applied, surgical resection 
is a satisfactory form of treatment for carcinoma of 
the cesophagus, not only for symptomatic relief but 
also for cure, since the overall three-year survival rate 
was 24.4% and the five-year survival rate 17.2%. 
It is doubted whether radiotherapy can produce better 
results. 


FRACTURES OF THE 
TIBIAL PLATEAUS 


Most fractures involving the tibial plateaus can be 
treated successfully without operation, but the choice 
of operative or non-operative treatment is sometimes 
difficult. Analyzing a series of 63 fractures of this 
nature, in seven of which open reduction was necessary, 
Turner (J. A. M. A., 169: 923, 1959) points out that 
the principal factor indicating operative intervention is 
the inability to correct deformity otherwise. 

Closed, non-operative treatment includes the aspira- 
tion of free blood and other fluid from the knee joint, 
manipulation with the patient under general anzs- 
thesia to correct deformity, skeletal traction applied by 
a Kirschner wire through the os calcis or lower end 
of tibia, and placing the leg in a Thomas splint with 
a Pearson attachment. Active and _active-assisted 
motion with the leg in traction in the splint is begun 
the next day. When a full range of movement has 
been obtained, the patient is transferred to a brace. 
A program of exercises must continue over a period 
of months, and unprotected weight-bearing is per- 
mitted only when union is solid after about six 
months. A certain amount of permanent residual dis- 
ability may be expected. 


(Continued on advertising page 57) 
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Special Article 


NOMENCLATURE OF BLOOD 
CLOTTING FACTORS 


ACCEPTANCE BY THE INTERNATIONAL 
COMMITTEE ON NOMENCLATURE OF Four 
Factors, THEIR CHARACTERISTICS AND 
INTERNATIONAL NUMBER 





PHysICcIANS often accuse basic scientists, chemists 
and physicists in particular, of using a strange 
language which no one outside their own subject 
can understand, but at least the majority of 
physicists or chemists can understand what others 
in their own field are talking about.. The field of 
blood coagulation is one in which medical men and 
biological scientists have created such chaos that 
they do not even understand what other workers 
in the field are talking about, far less the clinician 
or the medical student. 

To improve international communications is a 
worthy object at any time: to do so in the field of 
clotting factors has proven a task of major difficulty. 
To bring together the prima donnas not only from 
different countries but from the same country, 
hold them together and persuade them of the im- 
portance of a simple understandable classification 
has been the problem of the Chairman of the Inter- 
national Committee. This activity of course has 
much wider significance than just the field of blood 
clotting factors, and evidence for this wider 
significance has been the invitation by the National 
Advisory Heart Council of the United States to the 
members of this Committee to organize a series of 
international conferences within this field and to 
invite to these conferences young workers of ex- 
ceptional promise so that they may listen to the 
discussion and benefit from the contact with their 
older colleagues from different countries in the 
world. The Committee therefore is making a major 
contribution to international communications in 
medicine, and it is hoped that this type of activity 
will be seen more frequently as the world grows 
smaller and nations more fully accept the necessity 
for living and working together. 

The story of this Committee’s work began at the 
first International Congress on Thrombosis and 
Embolism held in Basel in 1954, when the existence 
of multiple names for identical substances empha- 
sized that the problem of international communica- 
tion was a serious one in this field. The Inter- 
national Committee for the Standardization of the 
Nomenclature of Blood Clotting Factors was 
established. Twenty-two members from 15 
countries were initially appointed. The list in- 
cluded the leading workers in the field, and most 
of the factors recently recognized had been dis- 
covered by these gentlemen. The first meeting 
brought into the open the fact that they had to a 
considerable extent created the problem, and they 
recognized that they had a moral and scientific 
responsibility towards unravelling it. It. became 
clear that though they had a paternal pride in the 
names of their choice, without their cooperation 
and compromise, no progress could possibly be 
made. The efforts made by the members of the 
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Committee to yield their own strong positions for 
the common good have been noteworthy. 

One of the first decisions made by the Committee 
was that, whatever system of nomenclature was _ 
proposed, names should be avoided which implied 
an action by any. factor. The reason for this had 
become clear when factors which previously had 
been given names implying function had _ later 
proved not to have that function but a different 
one. It was agreed that symbols should be used 
to designate blood coagulation factors until ulti- 
mately they were defined and identified in physical 
and chemical terms. However, certain essential 
physical and chemical data would have to be pre- 
sented in support of the identity of any factor 
before the Committee would give it an international 
symbol. 

With further study and negotiation over a three- 
year period, it became evident that only a numerical 
system fully met these qualifications, and since 
some factors had already received Roman numerals 
in addition to their names it seemed logical to con- 
sider whether Roman numerals would be suitable 
as the international symbolic code, allowing the 
author freedom to use whichever synonym he 
wished. Thus, one would write Factor V (pro- 
accelerin) or Factor V (labile factor). The Roman 
numeral would be intelligible in any language, 
including the oriental. The first four factors are 
widely known by their names and some are 
identified chemically, and Roman numerals are 
perhaps less necessary. They are: Factor I—fibrino- 
gen; Factor II—prothrombin; Factor III—thrombo- 
plastin (tissue); Factor [V—calcium. It seems 
likely that these names will continue in common 
usage, and in fact very few other names have been 
used for these factors. 

One of the great problems facing the Committee 
was to decide when sufficient evidence was avail- 
able to justify any factor or activity being assigned 
a number. It has been agreed as follows: 

1. The minimal requirements for characteriza- 
tion of a clotting factor in whole blood, plasma, or 
serum, shall be valid data on the reproducible 
effect on storage, adsorbability, inactivation by 
heating, effect of pH. 

Additional chemical data are considered highly 
desirable if available. 

2. A clinically identifiable state associated with 
an abnormality in the clotting mechanism shall be 
regarded as supporting the evidence for the lack 
or excess of a factor. 

3. Methods of assay of physiological properties 
shall be listed. An appropriate selection of these 
methods will be considered as minimal for pres- 
entation of a factor before the Criterion Committee. 
In the case of previously undescribed factors the 
mechanism used for identification shall be clearly 
described by the author for study and _ possible 
acceptance by the Committee. 

The Committee proposes to publish in detail else- 
where the criteria on which they have based their 
recommendation that four further blood coagula- 
tion factors should be’ recognized and assigned 
international’ symbols, namely, Factor V, Factor 
VII, Factor VIII, and Factor IX. The following is 
a brief summary. 
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Factor V 
Synonyms 

Factor V (Owren) 

Proaccelerin (Owren ) 

Labile factor (Quick ) 

Plasma Ac-globulin (Ware and Seegers ) 

Thrombogene (Nolf) 

Proprothrombinase (Owren ) 

Prothrombokinase ( Milstone ) 

PPCF — Plasmin prothrombins — Conversion 
factor (Stefanini ) 

Component A of prothrombin (Quick ) 

Prothrombin accelerator (Fantl and Nance ) 

Co-Factor of thromboplastin (Honorato) 


Deficiency of this factor results in a haemor- 
rhagic diathesis which is probably inherited and 
has been described as a parahzemophilia or hypo- 
proaccelerinemia. The first cause was recognized 
and described by Owren' in a beautiful study 
carried on under the most adverse conditions dur- 
ing the Nazi occupation of Norway, while Dr. 
Owren was at the same time an active member of 
the underground resistance. Several additional 
cases have since been described. This factor seems 
necessary for the formation of the prothrombin con- 
verting substance in the blood and in tissue extracts. 
Other interesting properties are fully described in 
the literature.*~* 


Factor VII 
Synonyms 
Factor VII (Koller) 
Proconvertin (Owren ) 
SPCA—Serum prothrombin conversion acceler- 
ator (deVries, Alexander ) 
Stabile factor (Stefanini ) 
Cofactor V (Owren) 
Serozyn (Bordet) 
Kappa factor (Sorbye and Dam) 
Prothrombinogen (Quick) 
Oo. eeoeaplentic (Mann and Hurn) 
Serum accelerator (Jacox) 
Prothrombin conversion factor (Owren ) 
Prothrombin converting factor (Jacox) 


Factor VII plays a part in the production of at 
least three groups of abnormal states. (1) A con- 
genital deficiency may produce hemorrhagic phen- 
omena with purpura and bleeding from the mucous 
membranes. Many such cases have been described. 
(2) Acquired deficiency may occur in liver disease, 
in vitamin K deficiency, in the immediate neonatal 
' period, and after the administration of prothrombin- 
openic agents such as the coumarin derivatives used 
in anticoagulant therapy. (3) Excesses of Factor 
VII have been found in certain states associated 
with a high incidence of thromboembolism such 
as the third trimester of pregnancy. The level of 
this substance in the blood is specific. Deficiency 
results in a quantitative prolongation of the one- 
stage prothrombin time test. Factor VII acceler- 
ates the conversion of prothrombin to thrombin 
in the presence of tissue thromboplastin, Factor 
V and Cat+.-It does not accelerate the interac- 
tion of platelet Factor III and Factors VIII and IX. 
It cannot rectify retarded coagulation due to 
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Factor V deficiency. It is not essential for thrombo- 
plastin generation in the coagulating of blood. 
Other interesting properties are fully described 
in the literature.*° 


Factor VIII 
Synonyms 


Factor VIII (Koller) 

Antihemophilic globulin (Patek and Taylor ) 

Antihzmophilic globulin A OL 

AHF-—Antihzmophilic factor ( Brinkhous ) 

PTF—Plasma thromboplastic factor (Ratnoft) 

Plasma thromboplastic factor A (Aggeler) 

TPC — Thromboplastic plasma component 
( Shinowara ) 

Facteur antihémophilique A (Soulier ) 

Thromboplastinogen (Quick ) 

Prothrombokinase (Feissly ) 

Platelet cofactor (Johnson ) 

Plasmokinin (Laki) 

Thrombokatilysin (Lenggenhager ) 


Factor VIII deficiency represents the classical 
hemophilia A which is well known as the heredi- 
tary hemorrhagic disease which occurs almost ex- 
clusively in males, but which is female sex-linked. 
The degree of Factor VIII deficiency varies from 
patient to patient. Hemorrhage may occur in any 
tissues following minor injuries and is frequently 
very serious. Factor VIII enters into the early 
stages of coagulation with Factor IX and Ca++ 
to produce an intermediate product which reacts 
with platelet Factor III. The result of this reaction 
in the presence of Factor V is a very active agent 
in prothrombin conversion. It is essential in the 
formation of blood thromboplastin. A deficiency 
(1) prolongs the clotting time; (2) diminishes the 
thromboplastin formed; (3) diminishes the pro- 
thrombin conversion." 1’ 


Factor IX 

Synonyms 
Christmas factor (Biggs and Macfarlane) 
Factor IX (Koller ) 
PTC — Plasma thromboplastic component ( Ag- 

geler ) 

Antihemophilic globulin B (Cramer ) 
Plasma thromboplastic factor B (Aggeler ) 
Plasma factor X (Shulman) 
Facteur antihémophilique B (Soulier ) 


Factor IX deficiency produces hemophilia B or 
Christmas disease, named after the now famous 
patient of Biggs and Macfarlane. This is usually 
a severe hemorrhagic disorder resembling hzmo- 
philia A and inherited in the same way. Studies of 
this disorder led to the discovery of Factor IX. 
Factor IX, like Factor VIII, is essential for the 
formation of intrinsic blood thromboplastin. It prob- 
ably enters into the reactions leading to the forma- 
tion of this thromboplastin forming with CA++ 
and Factor VIII, an intermediate product which 
then reacts with platelet Factor III and Factor V. 
It influences primarily the amount of thrombo- 
plastin formed and not the rate of its genera- 
tion.’* 1 
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New Factors under Consideration 


A number of additional plasma and serum fac- 
tors have been described by various workers who 
believe they have established that they play a role 
in physiological clotting of blood. ‘These factors 
are now under study by the Committee, and if the 
evidence indicates that the claims are valid the 
factors will be assigned a Roman numeral. 


The ultimate contribution of this Committee to 
medical understanding and education will depend 
on the willingness of educators, editors and authors 
to adopt this system in their’ day-to-day efforts to 
create the medical thinking and literature of the 
future. 


Membership of Committee 


Dr. T. Abe, Tokyo University Medical College, Tokyo, 
Japan. : 

Dr. B. Alexander, Harvard Medical School, Boston, Massa- 
chusetts, U.S.A. 

Dr. Tage Astrup, Biological Institute, Carlsberg Foundation, 
Copenhagen, Denmark. 

Dr. Kenneth Brinkhous, University of North Carolina 
Medical School, Chapel Hill, North Carolina, U.S.A. 

Dr. E. Deutsch, University of Austria Medical School, 
Vienna, Austria. 

Dr. P. Fantl, Baker Medical Institute, Alfred Hospital, 
Melbourne, Australia. 

Dr. H. Hartert, Medizinische Universitatsklinik (Rudolf- 
Krehl Klinik), Heidelberg, Germany. 

Professor R. B. Hunter, Department of Pharmacology and 
Therapeutics, Queen’s College, Dundee, Scotland ( Vice- 
Chairman). 

Professor L. B. Jaques, Department of Physiology and 
Pharmacology, University of Saskatchewan, Saskatoon, 
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NEW DRUGS 


CALCIUM CARBIMIDE TABLETS—TEMPOSIL 
(LEDERLE) 


Originally introduced under the non-proprietary name of 
citrated calcium carbimide (CCC) as an adjunct in treat- 
ment of alcoholism,this drug has had its official name short- 
ened to calcium carbimide (a synonym for calcium cyana- 
mide). Each 50 mg. of calcium carbimide is mixed with 100 
mg. of citric acid and compounded in a slow-release tab- 
let. The citric acid ensures an acid medium when the 
drug is dissolved in the stomach, thus preventing decom- 
position of carbimide with the formation of ammonia. 

Given on an empty stomach, the drug is released slowly 
from the tablet over a period of one or two hours, Once 
released from the tablet, the absorption of the active prin- 
ciple is rapid. After absorption, carbimide alters the reaction 
of the body to ingested alcohol (ethanol). The oxidation 
of ethanol beyond the stage of acetaldehyde is delayed, 
causing an accumulation of acetaldehyde in the body. 
Carbimide also alters the vascular response to the accumu- 
lated acetaldehyde, greatly accentuating its vasodilator 
action on the blood vessels of the skin. The first evidence 
of the altered reaction after ingestion of alcohol is usually 
flushing of the face, followed by flushing of other cutaneous 
areas and a stimulation of respiration accompanied by a 
sensation of pounding of the heart, The pulse rate is usually 
increased by 20 or 30 beats a minute. The blood pressure 
may decrease, particularly if an upright posture is main- 
tained. If the blood pressure is severely depressed, vomit- 
ing may occur, but this is unusual. 

The duration of the sensitizing effect of carbimide to 
alcohol is not great. When a single tablet is taken, the 
altered reaction to alcohol is much reduced after 15 to 
20 hours, and is seldom detectable after 24 to 48 hours. 
To maintain a state of altered reaction to alcohol, a dose 
of one or two tablets daily is required. Cumulation of 
effect on daily dosage has not been observed. 

Side effects from the use of calcium carbimide are so 
rare that it is hard to identify any as typical or character- 
istic. Various complaints attributed to its use have often 
proved to be coincidental. Some reports were made that 
leukocytosis might occur following the daily use of the 
drug. Further studies established that the observed eleva- 
tions of leukocyte count were normal post-prandial reac- 
tions. Some of the side effects which have n reported 
include drowsiness, giddiness, fatigue, rash, tinnitus, dull- 
ness, impotence and urinary frequency. They have seldom 
been severe enough to require discontinuation of medication. 
However, with = new drug which may be used for long 
periods of time, there is a possibility of granulocytopenia. 
For this reason each patient should be warned about pos- 
sible undesirable reactions. He should be instructed to 
stop the drug if any such reactions are observed and to 
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report as soon as possible to his doctor. Medication can 
usually be reinstituted after the circumstances have been 
reassessed. 

The drug should be used only with the consent and 
cooperation of the patient and after its effects and the 
urpose of the medication have been fully explained to 
him, The administration may be continued on a variety of 
schedules for as long as the patient feels that he is receiv- 
ing some moral support and protection from its use, As a 
ike. the doses need not exceed one 50 mg. tablet every 
12 hours. It must be clearly recognized that calcium car- 
bimide should only be used as part of a larger therapeutic 
program for the management of alcoholic patients. 
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MEDICAL MEETINGS 


CONFERENCE ON DEPRESSION 
AND ALLIED STATES 


Everybody knows the meaning of the word “de- 
pression”, but there is a surprising dearth of basic 
information on this clinical condition. In view of its 
prevalence, and of the fact that very recently a con- 
centrated and determined onslaught has begun upon 
the problem all over the world, the international Con- 
ference on Depression and Allied States held in the 
Department of Psychiatry, McGill University, on 
March 19, 20 and 21 was most timely and excited 
great interest. This international conference, which 
brought together the leading authorities in the various 
disciplines involved in the study of depression, was 
sponsored by the Geigy Company, and was the second 
international meeting to be supported by them. 

In welcoming the participants, Dr. Ewen Cameron 
(Montreal) pointed out that potent therapeutic agents 
had recently appeared for this condition, and that the 
conference would undoubtedly produce some new 
ideas for research and some new plans for action. 
Lehmann (Montreal) got the meeting off to a good 
start with a very comprehensive paper on the psychi- 
atric concepts of depression. He pointed out the dearth 
of experimental data on human depression states and 
emphasized that only a phenomenological definition of 
depression existed. The diagnosis could not be made 
objectively, nor was it easy to separate depression from 
anxiety. He also stressed the great difference in manage- 
ment of depression and anxiety and pointed out that 
normal and pathological depression differed only in 
degree. He felt that the differential diagnosis of endo- 
genous and reactive depression could be made and 
should be made, although it was difficult. There was 
no direct evidence that the so-called involutional 
melancholia was a separate entity. He noted that the 
incidence of depression varied in different cultures, and 
that this incidence was also rising or falling in different 
areas. He mentioned the influence of Judaeo-Christian 
culture on the symptoms; the emphasis in this culture 
on personal responsibility seemed to be related to this. 

William Sargant (London, England) said that argu- 
ments had been going on for generations in the United 
Kingdom about -the classification and etiology of de- 
pression, and whether depression and anxiety were 
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just two different aspects of the same affective illness. 
He felt that the time had come when efforts must be 
made to produce a sub-classification of depression, if 
only to prevent therapeutic blunders. Indeed, the re- 
sponse to treatment might often help to classify, just 
as the anzemias had been classified on their reaction to 
iron or liver before their causes had been properly 
worked out. Lehmann injected a word of caution 
against the use of therapy as a diagnostic trial. He 
speculated on whether the differential response of 
various types of depression was due to the proportion 
of anxiety associated. 


Cleghorn (Montreal) discussed the psychosomatic 
accompaniments of depression, deprecating the use of 


_, such terms as “masked depression” for the depressed 


patient suffering openly from somatic symptoms and 
suggesting that such symptoms be referred to as indi- 
cating “manifest depressive affect” or “latent depressive 
affect”. He drew attention to the varieties of somatic 
complaints, such as those related to muscle and special 
senses (fatigue unrelated to poor performance, pares- 
thesiz, anal or vaginal] pruritus, burning tongue, and 
changes in body image), autonomic disturbances 
(constipation, gaseous distension, pylorospasm prevent- 
ing eating, frequency of urination, loss of potency, hot 
flushes, vascular spasm in the limbs, vasomotor head- 
ache), disturbance of rhythmic vegetative function as 
manifested by gross exaggeration of symptoms in the 
morning and improvement later in the day, lack of 
adequate food intake and weight loss. He observed 
that so far nothing diagnostic of the condition had ap- 
peared from a study of biochemical data. 


In discussion of this paper, Lunn (Copenhagen) 
mentioned that manic-depressive psychosis was very 
significant in Denmark, affecting 2% of the population. 
It was hard to draw the line between psychological and 
somatic complaints. For instance, was fatigue a physical 
or a mental symptom? He thought that both types of 
complaint were an expression of a disturbance in the 
midbrain, and preferred the concept of “depressive 
equivalents”. 


Paul Hoch, Commissioner of Mental Hygiene, State 
of New York, speculated on whether all types of de- 
pression followed the same pattern and responded in 
the same way to therapy. He was not sure that different 
psychodynamic mechanisms could be demonstrated in 
the different depressions. Nor could we predict the 
occurrence or non-occurrence of depression in persons 
whose psychic functioning was well known and whose 
ego organization had been thoroughly investigated. He 
drew a distinction between the primary symptoms and 
the secondary ones. Thus self-reproach and self-abase- 
ment were not among early symptoms, and most of the 
textbook symptoms were really secondary elaborations 
by the patient of his primary feelings. The depression 
was the resultant of the idea of an assumed failure in 
the mind of the patient. There was as yet no clue to 
the reasons for the differing lengths of attacks of de- 
pression; the whole relationship of depression to 
anxiety and aggressive phenomena required reinvestiga- 
tion. 

He found it very difficult to discuss the question of 
psychotherapy in depression, for one had to distinguish 
between adjuvant psychotherapy, primary psycho- 
therapy and also preventive psychotherapy. No one had 
proved the need for psychotherapy in conjunction with 
electroshock or drug therapy, but he felt sure that even 
with the new drugs available many patients would need 
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this type of treatment. He was not impressed with 
psychotherapy as the sole treatment in severe endo- 
genous depression. No data were available on the 
success of psychotherapy in preventing further attacks, 
though the speaker believed that intensive psycho- 
therapy and psychoanalysis would have a prophylactic 
value. In discussion of this paper, Stokes (Toronto) 
appeared rather sceptical of the value of long-term 
analytical investigation in this condition. He referred 
to the vicious circle of —> depressive thinking —> 
depression —> depressive thinking. Which came first? 

Roth (Durham, England) agreed with Lunn that 
the expectation of endogenous affective illness in the 
general population was probably between 2 and 3%, 
and pointed out that the progressive aging of popula- 
tions in highly developed countries was likely to make 
this a problem of growing importance, together with 
the related problem of suicide. He said that any theory 
of depression must take into account its epidemiology, 
its appearance later in life and the predominance of 
females. He produced evidence indicating that endo- 
genous and reactive depression were separate entities. 
Although an endogenous depression might follow some 
stress, response was out of all proportion to the stress 
and lasted too long. He also found it difficult to draw 
a line between anxiety neurosis and depression; a 
sudden onset of anxiety state with affective colouring 
might simulate an endogenous depression. Distinction 
was very necessary, for ECT (electroshock) had dire 
consequences in the former condition. He felt that the 
concept of an involutional depression had largely been 
disproved. In discussion, Jones (Halifax, N.S.) agreed 
that it was difficult to make a distinction between the 
so-called involutional melancholia and manic-depressive 
state. 


Treatment 


Hoff of Vienna, after describing three main forms 
of depression — reactive, neurotic, and endogenous — 
said that reactive depression does not need drug treat- 
ment, and in neurotic depression the neurosis requires 
psychotherapy. For endogenous depression, he thought 
that electroshock still gave the best results, but that 
there was so much prejudice against it in the public eye 
that a drug substitute would be welcome. He ob- 
tained an 80% success rate with ECT. 

At this point in the conference, the first mention was 
made of the recently developed specific drug for de- 
pression, known as imipramine (Tofranil) and de- 
veloped by the Geigy Company in Switzerland; their 
research chemist, Haefliger, had synthesized it. This 
drug, available for parenteral injection or for oral use, 
differs from the euphoriants and the ataractics. It 
produces euphoria in depressed persons but not in 
normal persons. The depressed patient on this drug 
becomes more alert and moves about more. Hoff starts 
his treatment with 150 to 250 mg. imipramine by in- 
jection daily, then switching to oral doses of 300 mg. 
a day, and then tapering down to-a miaintenance dose. 
He has found no difficulty in combining this treatment 
with the use of hypnotics, chlorpromazine or even ECT. 
Out of 120 patients treated, 31 had shown some side 
effects and 13 had discontinued the drug. The com- 
monest side effects were dryness of the mouth and 
excessive sweating in over 50% of patients,-while other 
side effects included gastro-intestinal disturbances, 
dizziness and palpitation, tremor, disturbances of 
vision, allergic rash and anuria. For in-patients he 
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advised a trial of imipramine in endogenous de- 
pression with a preponderance of inhibition; he usually 
tried the drug for 8 to 14 days, since an effect was 
often delayed; if there was no effect, he gave ECT. 
Results were best in milder cases of endogenous de- — 
pression. He warned that with out-patients, the phy- 
sician should know his patient well, in view of the 
risk of suicide. 

In discussion, Moll (Montreal) referred to his own 
results, and suggested that psychiatrists using imi- 
pramine should at first adopt a conservative attitude, 
in case over-use of the drug led to disappointment and 
later to an unjustifiable neglect of its potentialities. It 
could be used on patients at any age, and it might 
help to make a patient accessible to psychotherapy. 
Sargant pointed out that out-patient treatment with 
ECT was very common in England, although Hoff had 
deprecated this because of the suicide risk. Dancey 
(Montreal) mentioned two cases in which a diarrhoea 
associated with a compulsive-obsessive personality had 
yielded speedily to imipramine. Hoff noted that 
iproniazid differed from imipramine in causing euphoria 
even in normal subjects and in affecting all types of 
depression. 

Haefliger (Basel) described the synthesis of imi- 
pramine, whose formula is: 


CH:—CH2 


Sigg of the Research Division, Geigy Pharma- 
ceuticals, New York, reported pharmacological studies 
with imipramine. In laboratory animals, it did not 
increase psychomotor activity and induced sedation in 
larger doses. It did not antagonize the sedative effect 
of reserpine. In contrast to chlorpromazine, it did not 
abolish the conditioned escape-avoidance response and 
it preserved temperature regulation. It diminished sus- 
ceptibility to ECT seizures, and showed anticholinergic 
properties, while it enhanced the vasopressor response 
of norepinephrine. It did not inhibit amine oxidase. 

Rothlin (Basel) discussed resemblances and differ- 
ences between the phenothiazines and the ampheta- 
mines and imipramine. He asked whether the anti- 
cholinergic and adrenergic action was the basis of the 
antidepressant effect of the new drug. 

Freyhan (University of Pennsylvania) drew atten- 
tion to the fact that some Europeans still did not think 
that ECT produced results any better than the spon- 
aneous recovery figures. He had studied a sub-group 
of 58 patients out of his total series given imipramine, 
and evaluated results on the patients’ final condition, 
with reference to the behavioural, somatic, and experi- 
ential features. Dosage ranged from 75 to 450 mg. a 
day, usually in three divided doses, for an average of 
30 to 60 days. His greatest success was with the 
manic depressive type of depression, in which optimal] 
results were obtained in 51% and a partial modification 
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in 27%. Women seemed to respond better, and also 
younger patients. Some patients who did poorly on 
imipramine did better on ECT. There was no evidence 
that a long history of frequent episodes lowered the 
chance of a good effect from the drug. Side effects 
were much the same as those reported by Hoff. He 
thought it unlikely that imipramine addiction would 
arise. Yonge (Edmonton) stressed the importance of 
distinguishing between symptoms due to manifesta- 
tions of a lack of energy and those which were mani- 
festations of an inhibition. Cameron (Montreal) re- 
minded the conference that the answers they were 
looking for concerned the questions—what is the 
present status of ideas on depressionP—what are the 


most effective ways of treating itP—what are the most. 


effective agents in the various types of depression? 

Deniker of Paris, who has been working at the 
problems of drug therapy of depression since 1949, 
had compared imipramine with other drugs. He adopted 
a more elaborate classification of five types of the 
depressive syndrome and studied the drug in 137 
cases, sometimes alone and sometimes combined with 
chlorpromazine. The overall success rate of 40% was 
maintained only by continuing imipramine. He had 30 
excellent results, 52 good results, 33 fair results and 
22 failures; a stable result was usually achieved in 2 
to 4 weeks, and the best results were in “simple” de- 
pression or “melancholic” depression. Imipramine gave 
better results than iproniazid, and a combination of 
the drug with promazine improved the success rate. 
Very few depressions resisted both imipramine and 
ECT. Noting the ease of use of imipramine and the 
ease of control of its side effects, Camille Laurin 
(Montreal) pointed out the risk that the therapist 
would become an organic therapist and forget about 
psychotherapy. 

Himwich (University of Illinois) described neuro- 
pharmacological research with imipramine on rabbits. 
Small doses of imipramine prevented the EEG signs of 
arousal on pain stimulus, and acted synergistically with 
chlorpromazine in thjs respect, while antagonizing 
reserpine. Large doses stimulated the rhinencephalon. 
Reserpine emptied the brain of serotonin while imi- 
pramine increased the serotonin content and iproniazid 
increased its content immensely. Brain catecholamine 
content also increased with imipramine. The drug 
antagonized the reserpine effect on eyelid closure. 
The action of imipramine was a complex one; it stimu- 
lated some brain areas and depressed others. Hoffer 
(Saskatoon) agreed that part of the action of imi- 
pramine must be a depression of the reticular substance. 
Himwich said that he had not yet decided on the 
relative importance of serotonin and catecholamine 
in relation to sedation and stimulation, but was study- 
ing this matter further. 

Shepherd of London, England, discussed the objec- 
tive evaluation of drugs in depression. Comparative 
trials of drugs involved a definition of the ethical 
aims, selection of a population, recruitment of enough 
subjects, and random allocation to a series. In clinical 
trials, the patient should not be deprived of the best 
available treatment; ECT should be withheld only if 
a new drug was obviously superior. Properly conducted 
trials of ECT had never been done, and there was no 
guarantee that it influenced the natural course of a 
depression, though it cut down stay in hospital. In 
comparing a riew drug with ECT, it was necessary to 
ask whether the new drug would (1) reduce mor- 
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‘tality, (2) cut short the course or mitigate the social 


consequences, (3) prevent subsequent attacks, (4) 
prove effective where ECT was not. Sloane (Kingston, 
Ontario) noted that the controlled study -was now 
being viewed more critically than a few years ago. 
Human beings were not objective and tended to see 
only what they wanted to see. He was not sure that 
ECT had made much difference in treatment. Why 
did the physician have to rush and do something 
to a depressed patient instead of just giving him rest? 
Tyhurst (Vancouver) was also sharply critical of 
studies presently being made in depression. It was 
necessary to distinguish clearly between the anecdotal 
account, the study of the drug, study of the syndrome, 
and a proper therapeutic trial. 

Kielholz of Basel described his technique of making 
comparative studies of phases in depressive conditions, 
and said that his two years’ experience with imipramine 
had shown that even this new drug could not arrest 
endogenous depression though it improved the patient’s 
condition within 3 to 21 days in 60% of cases. Some- 
times a combination with ECT helped the patient. 
Ayd (Baltimore) had had experience closely resembling 
that of Kielholz. He did not exceed a dosage of 200 
mg. a day and he found that 10 to 20 mg. of Ritalin 
(methyl phenidate) twice a day abolished the dizziness 
and faintness. He had a 27% failure rate, with his best 
results in the severely retarded patient. He had en- 
countered some cardiac symptoms with patients on 
imipramine. (Jones of Halifax, N.S., also mentioned 
the case of a woman of 72 with hypertension who 
developed acute congestive heart failure after a few 
days on imipramine, though this might have been a 
coincidence.) Ayd felt that imipramine was in general 
rather a safe drug and also a good drug, but he had 
seen such alarming side effects as convulsions and 
jaundice. 

At this point, Cameron attempted to summarize the 
treatment categories in depression, as follows: (1) 
neurotic depression—psychotherapy; (2) simple mild 
or moderate depression—imipramine; (3) more severe 
depression with agitation—ECT; (4) recurrent endo- 
genous depression—preventive ECT monthly for three 
years, two-monthly for the next year and three- to four- 
monthly for the fifth year; (5) recurrent neurotic de- 
pression—prolonged sleep plus ECT. Sargant suggested 
that a small dose of iproniazid daily might prevent 
recurrence of depression. He had used this frequently 
and had only seen one case of jaundice. Kalinowsky 
(New York) used the preventive method described by 
Cameron, but did not like iproniazid for prolonged 
use. Kuhn (Zurich) pointed out that during three years’ 
experience of imipramine he had seen very little 
toxicity. Kielholz had used Cameron’s method of 
preventive ECT, but found it difficult to persuade 
patients to return at regular intervals. Prophylactic 
imipramine had been tried where intervals between 
attacks were short, but the attacks were not arrested 
though they were much milder. 


Saucier (Montreal) reported results in 76 cases of 
depression similar to those mentioned above. He was 
impressed with the selective action of imipramine on 
certain depressions. It was particularly useful in endo- 
genous depression but relatively ineffective in simple 
neurotic depression, in senile, paranoid and_schizo- 
affective depression or in depression associated with 
organic disease. He mentioned that disturbance of sub- 
jective awareness of time was particularly associated 
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with a likelihood of successful imipramine treatment. 

Malitz (New York) had conducted a pilot study on 
in-patients and out-patients with placebo controls; 13 
out of 19 in-patients had some relief on imipramine 
and 8 out of 15 out-patients were improved, including 
some who had been ill for years. Appetite and sleep 
pattern were improved. Side effects were common but 
not serious; they were much commoner in out-patients. 
On the whole he was optimistic but felt the need for 
more studies. 

Cameron had used imipramine to overcome the de- 
crease in pleasure and the growing frustration of 
elderly persons. He had obtained positive effects in 
five out of six cases, increasing activity and sociability 
and controlling confusion. Kuhn drew attention to the 
fact that side effects of imipramine were more dis- 
agreeable to out-patients, who required contact with 
their physician every two or three days if disaster was 
to be avoided, while Malitz (New York) recommended 
a lower level of drug for out-patients. ; 

Kalinowsky (New York) described in great detail 
his experience with electroshock (ECT) in depression. 
ECT cuts the individual attack short and reduces the 
risk of suicide, but long-term follow-up shows no 
differences between ECT-treated and control cases, as 
regards frequency of attacks. He felt that ECT was 
cheaper than imipramine treatment. Moreover, it 
cleared up all depressions whereas imipramine did not. 
There was a basic difference in action, for imipramine 
seemed to lift the depressive mood while ECT removed 
the depression. He had found iproniazid helpful in 
cases where ECT had failed. He emphasized that all 
treatments introduced in the last few decades still 
retained their value, and none could be eliminated in 
spite of recent advances in pharmacology. 

Schneider of Lausanne did not think that there was 
any fundamental difference in action between ECT 
and imipramine. He was more partial to the use of 
the drug than to ECT, which he had employed only 
once in the last 22 months. He pointed out that in 
cases with more than one attack, imipramine might 
benefit a patient where ECT had no effect. Cameron 
mentioned that the classical changes after five or six 
electroshocks might appear after only one if the pa- 
tient had previously received imipramine. 

At this juncture, Lehmann summed up with clarity 
and concision the relative values of ECT and imi- 
pramine. The points he made were: (1) ECT is more 
predictable; (2) ECT will help any depression, and is 
indicated when the suicide risk is high; (3) ECT might 
shorten treatment but this is doubtful, for an intellectual 
worker on imipramine can go back to work just as soon 
as on ECT; (4) ECT is cheaper, but this should not be 
a factor affecting choice of treatment; (5) ECT is 
said to have fewer side effects, but this may only mean 
fewer complaints; (6) the continuity of human experi- 
ence is preserved with drug therapy; (7) volunteers 
who are willing to try the drugs on themselves are 
usually unwilling to try ECT. Hoff commented, how- 
ever, that his younger psychiatrists have tried ECT 
on themselves and found that the experience produced 
negligible results in normal persons. He thought there 
was. a place for both ECT and imipramine. Sargant 
again stressed the. good results obtained in England 
with out-patient ECT and also the very good results of 
modified leukotomy in long-standing cases. Kalinowsky 
was very sceptical of depth psychotherapy in depres- 
sion; he often had to give ECT to patients who had 
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been receiving deep psychotherapy for years. He also 
admitted that he does use imipramine extensively. 

Fink (Glen Oaks, N.Y.) had investigated the rela- 
tion between electrographic and behavioural effects of _ 
imipramine in acute and chronic studies on psychiatric 
patients. His results showed that imipramine is an 
active agent on the central nervous system, both when 
given orally and parenterally. The behavioural and 
EEG changes were most like those of central anti- 
cholinergic agents, though there were aspects reminis- 
cent of cholinergic activity. 

Azima (Montreal) described intensive psychody- 
namic investigation of 12 patients on imipramine, 
which was shown to change preoccupation with in- 
ternal to preoccupation with external objects, to de- 
crease guilt feelings, to change the direction of aggres- 
sive drives, to reorganize libidinal investments, to de- 
crease need for alcohol intake, to change the de- 
pressive mood state, but to leave unchanged the basic 
personality characteristics. 

Hippius (Berlin) checked the RBC, WBC, serum 
proteins and alkaline phosphatase in 118 patients 
treated with imipramine. Both with chlorpromazine 
and imipramine, there was a transient rise in activity 
of alkaline serum phosphatase and a relative increase 
in eosinophils and monocytes after the second week. 
However, the two drugs differed in that chlorpromazine 
lowered alpha globulin content and imipramine 
raised it. 

Berthiaume of Montreal described six case histories 
to show some extraordinary changes in mood with 
imipramine in the direction of euphoria, excitement, 
stimulation and in two cases even anxiety. These oc- 
curred in six out-of a series of 30 patients with de- 
pression undergoing treatment, and might be due to a 
metabolic effect. 

Lovett Doust (Toronto) described a controlled clini- 
cal trial of imipramine on 25 patients in which one- 
third had a complete remission, one-third improvement 
and one-third failure. Endogenous depression was most 
favourably affected. The most alarming side effects 
seen were on the cardiovascular system. A further, 
more scientific and rigorous experimental appraisal on 
long-term refractory cases of depression showed that 
individual reactions to drugs varied widely—results 
were still under analysis. S.G. 





SECTIONS OF LARYNGOLOGY AND 
OTOLOGY, ROYAL SOCIETY 
OF MEDICINE 


The Sections of Laryngology and Otology of the 
Royal Society of Medicine are holding their Annual 
Summer Meeting in Derby on July 16 and 17, 1959, 
immediately preceding the joint annual meeting of the 
British Medical Association and the Canadian Medical 
Association. Canadian confreres and their wives will 
be welcomed. Hotel accommodation can be arranged 
through the Secretary, The Royal Society of Medicine, 
1 Wimpole St., London W.1, England. 





NUTRITION SOCIETY OF CANADA 


The Nutrition Society of Canada will hold its Annual 
Meeting in the School of Hygiene, University of 
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Toronto, on Friday, June 12, from 9:30 a.m. to 5:00 
p.m. The scientific program will include review papers 
dealing with recent advances in various branches of 
nutrition research. The afternoon session will be de- 
voted to the nutrient requirements of animal cells and 
to the application of nutrition information to humans. 
A Society dinner will be held in the evening at Trinity 
College. Dr. J. M. Hundley, National Institutes of 
Health, Bethesda, Maryland, U.S.A., will discuss 
nutritional problems associated with food habits and 
environment. 

Interested physicians are invited to attend both the 
meetings and the dinner. Further details can be obtained 
from the Secretary, Dr. G. H. Beaton, Department of 


Nutrition, School of Hygiene, University of Toronto, | 


Toronto 5. 


JUBILEE MEETING, CANADIAN 
PUBLIC HEALTH ASSOCIATION 


The Jubilee Meeting of the Canadian Public Health 
Association will be held in Montreal, at the Sheraton 
Mount Royal Hotel, on June 1, 2 and 3, 1959, in con- 
junction with the Annual Meeting of, La Société 
d’Hygiéne et de Médecine Préventive de la Province 
de Québec. This meeting will mark the fiftieth year 
both of the Association and of its official publication, 
the Canadian Journal of Public Health. Further in- 
formation from: Dr. G. W. O. Moss, Honorary Secre- 
tary, Canadian Public Health Association, 150 College 
Street, Toronto 5, Ontario. 


Association Notes 


CLUB FACILITIES AT EDINBURGH 


It has recently been announced by Cow & Gate 
(Canada) Limited that they have completed arrange- 
ments with the Overseas League House, 100 Princes 
Street, Edinburgh, to. provide quarters with special 
club facilities in Edinburgh for Canadian visitors to 
the joint C.M.A.-B.M.A. Convention. The club will be 
open from 10 a.m. to 6 p.m. daily; copies of major 
Canadian newspapers will be’ available and Canadian 
coffee will be served at all hours, in addition to other 
facilities of Overseas League House. 


MEDICAL ARTICLES FOR 
LAY READERS 


On April 18, the first of a series of ten medical 
articles will appear in the magazine section of the 
Weekly Globe and Mail, Toronto. This is the fourth 
occasion on which this newspaper, in co-operation with 
The Canadian Medical Association, has published such 
a series, but the first time that the articles have ap- 
peared in the weekly edition. " 

The articles, written by competent physicians from 
several provinces and presented in non-technical 
language, will-cover a variety of health topics. Reader 
interest will. be stimulated by illustrations. 
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It is encouraging to observe the interest of the Globe 
and Mail, and other news media, in furthering public 
knowledge on the subject of health education. This 
series will doubtless be of interest to members of the 
C.M.A. as well as to lay readers. 


PUBLIC HEALTH 


SURVEILLANCE REPORTS OF 
EPIDEMIC OR UNUSUAL 
COMMUNICABLE DISEASES 
IN CANADA 


INFLUENZA 


An outbreak of influenza-like illness has been reported 
from Victoria and Esquimalt, British Columbia. There 
were approximately 2000 cases in a population of 64,000. 
This outbreak started on February 9, 1959, reached a 
peak between February 16 and 18 and subsided by the 
end of the month, 

This has been the largest outbreak reported in Canada 
to date. Smaller outbreaks have been reported from Prince 
Edward Island and Newfoundland, and from Indian resi- 
dential schools in Alberta, British Columbia and_ the 
North West Territories. No influenza virus isolations have 
been made at the Laboratory of Hygiene, but only a few 
specimens have been sent in. 


Unirep States—Influenza-like illness has caused school 
absenteeism up to 50% in various parts of the United 
States. Influenza B has been confirmed in three areas, 
Washington, D.C., Michigan and Iowa. 


UnitEp KincpoM—In England and Wales, the number of 
notifications of pneumonia and deaths attributable to in- 
fluenza has risen sharply and the illness is widespread 
throughout the country. Virus A, similar to the Asian 
group, has been isolated in at least six centres and virus B 
in at least five centres. The results of serological tests 
suggest that most of the outbreaks, particularly those in 
younger persons, are due to influenza B. 


GERMANY AND FRANCE-—Influenza virus B has_ been 
isolated from outbreaks in Germany and France. 


SCARLET FEVER AND 
STREPTOCOCCAL SORE THROAT 


In Calgary, Alberta, there has been a noticeable rise 
in the incidence of scarlet fever and hemolytic strepto- 
coccal sore throat since late October 1958. Since January 
1, 1959, between 75 and 100 cases have been reported 
per week, 

In Canada from January 1, 1959, to February 21, 1959, 
3868 cases of scarlet fever and streptococcal sore throat 
have been reported. This compares with 2285 cases from 
the same period in 1958 and 2177 cases for the equivalent 
five-year median period (1954-1958). 


Upper RESPIRATORY 
INFECTION WITH RASH 


In Athabasca and wei 100 miles north of Edmonton, 
20% of the population under 18 years have been report 
sick with the above condition. This outbreak started on 
December 1, 1958. Local doctors have noted similar 
previous outbreaks occurring at the same time of year. 
Throat swabs have been negative for hemolytic strepto- 
coccus, Staphylococcus aureus and Clostridium diphtheriz. 

Clinically the cases presented: (1) acute swelling and 
inflammation of the tonsils and tonsillar area of 48 hours’ 
duration; (2) cervical adenitis, occasionally accompanied 
by post-cervical and occipital adenitis; (3) mild otitis 
media; (4) macular or maculo-papular rash of 24 to 36 
hours’ duration; (5) temperature of 100° to 102° F. of 
36 hours’ duration; (6) minimal toxicity. 
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InFEcTIOUS HEPATITIS 


In one school in the Sturgeon River district of Alberta, 
29 out of 104 children have had infectious hepatitis since 
September 1958. Increased prevalence of infectious hepati- 
tis is noted in the whole district. 

In Churchill, Manitoba, 17 cases of infectious hepatitis 
were reported involving 11 Indian families. This outbreak 
occurred between November 25, 1958, and February 5, 
1959. Average age of the patients was 7.2 years, the age 
distribution being 2 to 18 years. 

In Canada trom January 1, 1959, to February 21, 1959, 
1042 cases of infectious hepatitis have been reported. This 
compares with 879 cases for the same period in 1958 and 
598 cases for the equivalent five-year median (1954-1958). 


DIPHTHERIA 


Two more cases of diphtheria have been reported from 
Rocky Mountain House in Alberta. Both were in males, 
aged 4 and 5 years. It is interesting to note that Rocky 
Mountain House, a town of 1300 people, is only 25 miles 
from Eckville where four other cases of diphtheria have 
occurred during the last few months. 


TETANUS 


A 56-year-old Vancouver woman stepped on a nail on 
February 1, 1959. She was admitted to hospital on 
February 14 and died three days later. 
Epidemiology Division, Department 
of National Health and Welfare, 
Ottawa, Ontario. 

March 7, 1959. 





LETTERS TO THE EDITOR 


THE T.P.I. TEST IN RELATION TO THE 
STANDARD TESTS FOR SYPHILIS 


To the Editor: 


In a recent paper submitted by me and published in 
the Canad. M. A. J. (80: 263, 1959) under the title 
“The T.P.I. Test in Relation to the Standard Tests for 
Syphilis”, I inadvertently omitted to acknowledge my 
debt of gratitude to the national Laboratory of Hygiene 
in Ottawa and to the Central Laboratory, Department 
of Health, Ontario, for the T.P.I. tests carried out by 
them on the cases reported on in the study. I would 
like to take this opportunity of remedying this omission. 

I wish also to convey my appreciation to Dr. E. H. 
Bowmer, Director of the Provincial Laboratories in 
Vancouver, and to his staff for their assistance in carry- 
ing out all the standard serological tests involved and to 
the staff of Venereal Disease Control in B.C. for supply- 
ing their clerical assistance. CHARLES L. Hunt, M.D. 


Division of Venereal Disease Control, 
Department of Health and Welfare, 
828 West 10th Avenue, 

Vancouver 9, B.C., 

March 20, 1959. 





FLUORIDATION OF SALT 


To the Editor: 

The following is the text of a letter I have just sent 
to Dr. M. B. Dymond, Minister of Health, Province of 
Ontario. I thought it might be of some interest to other 
physicians. 
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“I have been following with interest the current 
controversy concerning the fluoridation of water 
supplies. 

“The thought has occurred to several of us in this . 
department that a solution might be reached which 
would satisfy both sides if one allowed the addition 
of fluoride, in the appropriate amount, to table salt. The 
addition of iodide to salt is already a well-established 
procedure. You will note that iodide is added to salt 
as a prophylaxis against a non-communicable disease— 
goitre. If this measure were instituted, one could buy 
either fluoridized or non-fluoridized salt, according to 
his choice. 

“I wonder if this suggestion has been made 
previously. I feel it merits serious consideration.” 


I would be interested in hearing what our medical 
and dental colleagues think of this idea. 
Department of Pharmacology, D. W. Mutts, M.D., 
Queen’s University, Research Assistant. 
Kingston, Ont., 
March 23, 1959. 





HISTORY OF THE C.M.A. 


To the Editor: 


It must be evident that the recently published second 
volume of the History of the Canadian Medical Associ- 
ation omits 4 considerable amount of detail. This was 
intentional, as it.was only meant to give a broad out- 
line of events. The records at C.M.A. House may be 
consulted for detail. 

At the same time, there is one matter in which some 
amplification may now be -aade, and I must thank 
Dean G. H. Ettinger, of Queen’s University, for draw- 
ing my attention to it. 

Somewhere in the mid ’30’s submissions were made 
to the National Research Council which led to the 
setting up of a budget of about $30,000 for the support 
of medical research. This program has been continued, 
and in March of this year the Advisory Committee of 
the N.R.C. has recommended research grants and 
fellowships to a total of just less than two million 
dollars. 

This may well be regarded as one of the Association’s 
“mustard seeds” whose growth now shelters much valu- 
able research. H. E. MacDernmort, M.D. 
The Montreal General Hospital, 

Montreal 25, Que., 
March 16, 1959. 





INTERNATIONAL AGREEMENT 


“T think all of us were deeply heartened in January when 
we read in the President’s State of the Union Message that 
there is one place where we felt we can start to work 
with the Russians, now, at once, namely the attack on 
malaria, on heart disease, and cancer and the other 
scourges of mankind. A week later (this wasn’t in the 
press) Mr. Khrushchev stated in Minsk, “I read the mes- 
sage; the one thing we can agree with is cooperation in 
medical research. Let’s start together on this now”.—West 
Virginia M. J., 54: 428, 1958. 
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OBITUARIES 


DR. IRVIN BAKER, 88, died in the Memorial Hospital, 
St. Thomas, Ont., on February 20 after a long illness. 
Born in South Dorchester Township, Ont., Dr. Baker 
taught at country schools in Elgin County for several 
years before entering Trinity University, Toronto, where 
he graduated in 1899. After a year’s internship at the 
old Toronto General Hospital, he practised in Keewatin 
for 20 years. In 1921 Dr. Baker moved to Springfield 
and retired from active practice. 


DR. PAUL O. COULOMBE, 75, died on March 2 at 
St-Jean-de-Brébeuf Hospital, Sturgeon Falls, Ont. A 


native of L’Acadie, Quebec, Dr. Coulombe was edu- ~ 


cated at Queen’s University, Kingston, and graduated 

in 1909. He first set up his practice in Verner, but in 

1913 moved to Sturgeon Falls, where he practised for 

45 years, until his retirement last year. For several 

years, Dr. Coulombe served as Indian Affairs doctor, as 

Medical Officer of Health and also as District Coroner. 
He is survived by two sons and five daughters. 


DR. HAROLD A. HORKINS, 56, died at his home in 
Detroit on January 11. Born in Campbellford, Ont., he 
was educated at the University of Toronto, where he 
graduated in 1928. After interning in Toronto, Dr. 
Horkins, who specialized in surgery, opened up a 
practice in Grosse Point, Detroit. 

He is survived by his widow. 


DR. BERTRAND D. LOWREY, 69, died on March 12 
at his home in Toronto. He was born in Brantford, 
Ont., and was educated at the University of Toronto, 
where he graduated in 1914. After graduating he prac- 
tised at Brighton and Colborne before returning to 
Toronto in 1917. Dr. Lowrey was at one time on the 
staff of the Toronto Western Hospital. 
He is survived by his widow and a son. 


DR. WARD A. REDDICK, 72, died on March 2 in 
Toronto. He was born in Morrisburg, Ont., and studied 
medicine at the University of Toronto, where he 
- graduated in 1913. In World War I Dr. Reddick served 
overseas with the Canadian Army Medical Corps. After 
the war he practised in Regina for 10 years before 
joining the Ontario Welfare Department, where he 
was a physician for 30 years. Dr. Reddick was organizer 
and chairman of the committee for disabled civilians. 
He is survived by his widow and two sons. 


DR. SAMUEL L. SWITZER, 63, died in Edmonton 
on February 24 after a short illness. He was born in 
Ottawa and moved to Port Arthur as a child. During 
World War I he went overseas with the army and was 
later transferred to the Royal Flying Corps with the 
‘rank of major. After the war Dr. Switzer remained in 
England to continue his education and in 1927 obtained 
the M.R.C.S., L.R.C.P. after studies in Cambridge 
and the London Hospital. As a psychiatrist, he served 
for more than 20 years with the London County 
Council and also worked at St. Bartholomew’s Hospital, 
London. On his retirement, Dr. Switzer returned to 
Canada and for the past three years had been associated 
with the Oliver’ Hospital at Edmonton. 
He is survived by his widow and twin sons. 
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PROVINCIAL NEWS 


ALBERTA 


Cancer workshops, which were introduced into 
Alberta last year, are again proving popular this year. 
The meetings are organized by the local chapter of 
the Cancer Society, and a panel of doctors is formed 
to discuss various aspects of the cancer problem and 
to answer questions posed by the audience. 


In order to meet the demands for fresh blood, the 
Red Cross Blood Transfusion Service in Edmonton has 
suspended its usual policy of holding daily clinics at 
Red Cross House. Instead a mobile unit will cover 
Army, Navy and Air Force bases, business firms, the 
University of Alberta and various community centres 


for four days with the clinic at Red Cross House on 
the fifth. 


During March, institutes on operating-room nursing 
were conducted in both Edmonton and Calgary 
by Miss Mary Schwendeman of Banbury, Conn., editor 
of Operating Room Services, and an authority on 
operating-room technique. The institutes were organized 
by the Department of Extension, University of Alberta, 
in conjunction with the Alberta Association of Regis- 
tered Nurses and the University School of Nursing. 
Almost every hospital in Alberta was represented at 
one or the other of the institutes. 


A $4454 fund for assistance in postgraduate train- 
ing in nursing at the Royal Alexandra Hospital in 
Edmonton was created in an unusual way. During the 
1954 epidemic of poliomyelitis, the whole of the medi- 
cal profession offered its services without remuneration 
to the polio ward. Subsequently the provincial govern- 
ment provided a grant of sixty cents per patient per 
day to the doctors. This fund was earmarked for post- 
graduate training in poliomyelitis for staff members. 
Some of the fund was used up in that way. In view 
of the decreased incidence of poliomyelitis, the re- 
maining $4454 has been turned over to the hospital 
to assist in postgraduate training in nursing. 


During the current sitting of the Alberta Legislature, 
numerous enactments with regard to health have taken 
place. Among the plans of the government are the 
following: (1) Nursing home care for chronic ‘patients 
will become part of Alberta’s hospital insurance plan. 
The patients will be assessed $1.50 per day, while the 
local authority will be assessed an additional one mill 
to help finance it; the remainder of the cost will be 
met by the provincial and federal governments. This 
mill will be in addition to the three already assessed 
the municipalities for hospitalization. (2) Out-patient 
services will be introduced into the hospital insurance 
plan for the first time. Initially, it will cover some 
44,000 pensioners who are entitled to free hospital and 
medical care. (3) Oral hypoglycaemic agents will be 
provided in place of insulin, free of charge, for those 
who cannot afford them. (4) Free clinics will be estab- 
lished in Edmonton and Calgary for the diagnosis and 
care of eye diseases. (5) Radioactive isotopes for 
diagnosis and treatment will be available as an out- 
patient service. (6) The Department of Health will 
help the local health units combat mosquitoes, flies 
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and other pests which prevent the public enjoying 
lakes, beaches and other recreational areas. 

To provide beds for chronic care, additions will 
have to be made to existing facilities, new hospitals 
will have to be built, and use will be. made of unused 
active beds in rural areas. 


Subsequent to the fatal case of diphtheria in the 
western part of the Red Deer Health District in 
December, there have been four more cases of diph- 
theria with recovery. None of the five youngsters had 
been inoculated against anything. In one instance the 
reason was religious, while in the remainder it was 
negligence, especially in the case of the two youngsters 
who lived within blocks of the inoculating station. 


Dr. Gordon W. Cameron, clinical lecturer in ortho- 
peedic surgery at the University of Alberta, has been 
awarded an Orthopedic Exchange Travelling Fellow- 
ship by the Canadian Orthopedic Association. In 
company with four Americans, who have been appoint- 
ed to the same scholarship, Dr. Cameron will spend 
two and a half months as guest of the British Ortho- 
peedic Association and will visit the leading ortho- 
peedic centres in the United Kingdom. To complete the 
exchange, orthopedic surgeons are selected by the 
British Orthopzedic Association to be the guests of the 
American Orthopedic Association and the Canadian 
Orthopedic Association. 


The Semi-Annual Meeting of the Alberta Thoracic 
Society was held in Red Deer on March 22, with an 
excellent attendance. The program consisted of a short 
business session and the following papers: “Pleurisy 
with effusion in relation to pulmonary tuberculosis”— 
Dr. W. J. Down, Edmonton; “Intrathoracic problems 
confronting the anzsthesiologist’—Dr. J. H. A. Law- 
rence, Calgary; “Tricuspid atresia”—Dr. J. C. Morgan, 
Calgary; and “Tracheo-cesophageal fistula”—Dr. C. S. 
Dafoe, Edmonton. 








In an effort to get the patients at an early age when 
most can be done for them, the Department of Health 
has circularized the doctors of Alberta regarding any 
cases of cerebral palsy that they may know of. Cerebral 
palsy clinics are situated in Calgary and Edmonton, and 
physicians are requested to refer all children with inco- 
ordination or hypertonicity of either upper or lower 
extremities or speech, for examination as early as 
possible. On referral, the child is routinely sent to a 
child guidance clinic for psychometric examination. 
Only those with sufficient intelligence to maintain an 
attention span are judged suitable for treatment. 

For cases accepted for treatment, the government 
supplies boarding house care; transportation to and 
from the clinic is supplied by the local branch of the 
Cerebral Palsy Association. Treatment within the clinic, 
including braces where indicated, is free of charge. 
At present, the clinics are directing home therapy and 
providing in-patient care for approximately 300 patients 
a year in Alberta, and in all, sufficient benefit has 
been apparent to warrant continuation of treatment. 


The University of Alberta has established a course in 
medical laboratory science. Training consists of two 
academic courses of eight and a half months each and 
two three-month periods of field work in hospital 
laboratories. At the end of that time, students will 
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be eligible to write the examinations for registered 
technologists. A further year’s university attendance 
enables the student to write the B.Sc. examination. 
Since the students have no opportunity to work to 
help defer their expenses, a National Health Grant 
enables them to, be paid $65 per month subsequent 
to the three-month probationary period. In addition, 
the tuition fee of $271 per student per annum is 
paid as well as a single book allowance of $25. There 
are 17 students in the present course and the maximum 
enrolment in a class is 25. W. B. Parsons 


An expatriate Albertan, Dr. G. Barry Pierce, Assistant 
Professor of Pathology at the University of Pittsburgh 
School of Medicine, has been appointed a Markle 
Scholar in Medical Science. This appointment carries 
with it a grant to support Dr. Pierce’s research into 
teratocarcinomas for the next five years. Dr. Pierce 
graduated from the University of Alberta, lectured in 
pathology there, and went to the University of Pitts- 
burgh in 1955. 


SASKATCHEWAN 


From the budget address delivered in the Saskatche- 
wan Legislature it is learned that Saskatchewan’s 
anticipated increase in public health expenditures will 
amount to $7.5 million next year, exclusive of federal 
reimbursements. This will bring the net budget to this 
year’s level. The principal changes are to be found in 
the Hospital Services Plan and in the appropriations 
for preventive health services. 


All hospital services will be placed under the hospital 
plan. The geriatric centres will be placed under the 
plan during the current year, and beginning next year 
the cancer clinics will come under the plan. The amount 
of the federal government’s reimbursement to the hos- 
pital plan is estimated to be $13,250,000 in 1959-1960. 


In the reply to the speech from the throne in the 
Saskatchewan Legislature, it was brought out by the 
seconder that there was inadequate dental care in rural 
areas in this province, and that a revision of municipal 
doctor schemes would seem to be in order. Medical 
services, it was noted, are becoming specialized, and 
conflict has appeared between municipal doctor plans 
and other schemes having equal merit. 


The University of Saskatchewan over the past three 
years has established a committee on high school visit- 


. ing, presently under the chairmanship of Professor 


T. H. McLeod of the College of Commerce. This com- 
mittee is interested in directing prospective students 
towards a university education, and in making clear 
the university viewpoint. 

Students have been brought in, and given a lecture 
tour of the university area, but more frequently a group 
of deans and professors have been sent out to various 
centres of Saskatchewan, where a “University Night” 
has been held. After an introductory address, the meet- 
ing is divided usually into five separate groups, in 
different classrooms in the school where the meeting 
is held, according to their interests. Representatives 
of the various colleges are then available to speak and 
answer questions regarding any matter in which a 
prospective student may be interested. 
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According to Dr. G. D. Barnett, the Director of 
Medical Services and General Superintendent of the 
Saskatchewan Anti-Tuberculosis League, the estimated 
1958 death rate for tuberculosis in Saskatchewan is 
3.3 per 1000 population. 


Owing to the low rate of accidents among the 
municipal employees in the city of Saskatoon, the Work- 
men’s Compensation levy for this year has been reduced 
by 18%. This is the second time that such a reduction 
has taken place. It is felt that the decrease in compensa- 
tion payments has been due largely to an active accident 
prevention program among city employees. 


Facilities at the General Hospital in Regina are ~ 


strained to the limit and they cannot be expanded. 
About 40% of the patients come from outside the city. 
At present the General Hospital is receiving patients 
from an area extending as far as the U.S. border on 
the south, Strasbourg to the north and Sedley to the 
east. About 75% of the patients in these areas come 
to one of the Regina hospitals for treatment. In addi- 
tion, cases requiring specialist treatment are referred 
from other hospitals in south Saskatchewan. Recently 
there were 300 names on the waiting list of the General] 
Hospital. Of these about 15% were in urgent need of 
treatment. The remainder, mostly elective cases, might 
wait as long as two months, occasionally three. 

The only solution to the prob!em, say some aldermen, 
is a union hospital. Establishment of a union hospital 
must be endorsed by a majority of municipalities within 
the proposed hospital] district, or by those containing 
two-thirds of the district’s population. Plans for the 
hospital, and estimates of cost, must later be voted on 
by burgesses in these municipalities. If the majority are 
in favour, the scheme is binding on all. 


New social aid legislation for Saskatchewan came 
into effect on April 1. Under this new legislation, 
residence requirements have been eliminated and 
each municipality will be responsible for issuing aid to 
anyone in need within ‘its borders. 

Changes in the regulations involve medical and 
hospital care, and municipal legislation is being 
amended to complement the changes being made in 
social aid by including the following: 

1. For people with less than 30 days in the province, 
necessary health needs must be met by the municipality 
in which the need arises. 

2. People who are living in institutions will not 
become the responsibility of the municipality in which 
the institution is located, should health needs arise. 
Necessary health care for these people will be the 
responsibility of the municipality in which the person 
last lived for 30 days. 

Provincial geriatric centres, located at Regina, Sas- 
katoon and Melfort, come under the Saskatchewan 
Hospital Services Plan. To cover the costs of medical 
care in these three centres, beyond what is provided 
for under the Hospital Services Plan (optical, dental, 
drugs, etc.), a charge of $25 each a month will be made 
to the municipality where a social aid recipient lived 
before admission. . 


The University of Saskatchewan School of Nursing 
is participating’ in a nation-wide study to help the 
Canadian Nurses Association decide whether it should 


» 
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start an accreditation program for schools of nursing. 
It is one of 25 in Canada selected on the basis of geo- 
graphical location, size, control and type of program. 
The University of Saskatchewan School is unique, for it 
is directly connected with a university setting. 

An accredited school would be one that has gained 
the seal of approval from the Canadian Nurses Associa- 
tion, after evaluation of its program. It would indicate 
that the program had met certain standards and was 
worthy of public reception. It is expected that the 
standards of evaluation would be formulated by the 
nursing profession and based on sound principles of 
education and nursing care. If the program were 
adopted, schools of nursing would apply for it. There 
would be no suggestion that it would be compulsory for 
them to meet standards for accreditation. 

The study is financed by the Canadian Nurses Asso- 
ciation, with some assistance from the Rockefeller 
Foundation and the Canadian Association for Adult 
Education. 


Officials of Saskatoon Medical Arts Limited, a private 
company composed of Saskatoon doctors and dentists, 
have announced that complete financing has been ar- 
ranged with an eastern firm for the construction of a 
six-storey Medical Arts Building at Spadina Crescent 
and 23rd Street. The three buildings now occupying the 
property are being dismantled, and construction of the 
new building will get under way this summer. Pre- 
liminary architectural studies are nearing completion, 
and tenders will be called for as soon as plans are 
ready and the necessary city authorization is obtained. 

Officials stressed that the Saskatoon Medical Arts 
Building will not be a clinic. When completed, the 
modern, fully air-conditioned structure will provide 
accommodation for 60 doctors and dentists. Space on 
the ground floor will provide facilities for drug and 
dental dispensaries. Parking space for 100 cars will 
exist. 


_ It has recently been announced that an experimental 
home care program for the chronically ill is to be 
undertaken by the Department of Rehabilitative Medi- 
cine at the University of Saskatchewan this year to 
determine whether this type of scheme is feasible in 
Saskatoon, and how much it would cost. Details of the 
project have not yet been completed. The experiment 
will be limited. If it proves successful, one or all of 
the hospitals in Saskatoon may also take on an expanded 
program. 

Dr. T. E. Hunt, director of the Department of Re- 
habilitation Medicine at the University of Saskatchewan, 
addressing the Society for the Chronically Ill, called 
on the Society to press at every opportunity to have the 
provincial government construct special 50-bed wards 
at each of the Saskatoon hospitals, to provide care for 
the chronically ill. He also urged the organization to 
arouse community interest in improving the standards 
of nursing home care provided in government and 
private centres. 


Total expenditure of the Saskatchewan Hospital 
Services Plan during 1958 amounted to $28,438,359. 
Of this total, $27,589,661 was spent for hospital care 
provided to the plan’s beneficiaries, including $615,863 
which represented retroactive 1957 payments made to 
Saskatchewan hospitals during 1958. The 1958 admini- 
stration cost totalled $848,698, which included $282,163 
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paid to municipalities as commissions for collecting the 
hospitalization tax. 


Care obtained by beneficiaries inside Saskatchewan 
during 1958 cost $26,561,007, while the cost of care 
obtained during the year outside Saskatchewan was 
$412,791. Expenditures for out-patient service totalled 
$87,307. 

Several reasons were given for the substantial in- 
crease in the plan’s cost over 1957. New categories of 
persons covered under the plan, additional hospital 
accommodation in the province, and the continuing 
inflationary trend were cited as the main factors. Since 
July 1, 1958, the plan has covered Indians and re- 
cipients of the War Veterans’ Allowance (excluding 
widows and orphans). A general rise in the cost of 
hospital supplies and equipment, higher salaries and a 
continuation of the trend toward a shorter working week 
for hospital personnel were given as the main reasons 
for the plan’s higher rates of payment to hospitals 
during 1958. 


The addition on July 1, 1958, of the provincial 
geriatric centres of Regina, Saskatoon and Melfort to 
the list of Saskatchewan institutions approved for the 
plan’s purposes is also partly responsible for the higher 
hospitalization. costs of 1958. Care provided by the 
three geriatric centres accounted for $459.194 of the 
total hospitalization expense. 


The average cost of hospitalized cases, excluding 
cases in geriatric centres and the newborn in hospital, 
has risen from $46.61 in 1947, the plan’s first year of 
operation, to $147.73 in 1958. The average cost per 
patient day during the same period has risen from 
$4.65 to $14.65. 


The difference between the plan’s total expenditure 
and revenue is provided from the general funds of the 
province. Each year the province uses one-third of the 
revenue from the education and hospitalization tax 
(3%) as part of the funds required to operate the plan. 
Federal contributions under the present agreement are 
made to the province’s Consolidated Fund, and are 
therefore not reported in the financial statements of the 
Saskatchewan Hospital Services Plan. 


The rapidly growing proportion of older people in 
Saskatchewan is having a marked effect on Saskatche- 
wan’s hospital insurance program, a much _ higher 
volume of hospital care being needed by older citizens, 
both as regards case frequency and length of stay. 


While the general rate for the covered population 
in 1958 was 205 discharged cases per 1000 persons, 
that for persons 70 years and older reached 451 per 
1000. Those on public assistance needed even more 
hospital care than the others of their age group. This 
experience follows the usual pattern of higher than 
average incidence of illness among public assistance 
recipients. During the year the plan paid the hospital 
accounts of public assistance patients, whose hospital- 
ization rate was 371 per 1000. Public assistance cases 
represented only 5% of the total covered population in 
1958, but they accounted for 9% of all discharged cases 
for adults and children and 15% of patient-day volume. 

Although Saskatchewan has a higher ratio of hos- 
pital beds to population than any comparable area on 
the continent, there has been a consistent demand 
since the inception of the Saskatchewan Hospital 
Services Plan for more and more hospital accommoda- 
tion, the Plan’s Annual Report noted. The department 
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controls over-utilization of facilities and abuse of the 
insurance program by setting bed-occupancy levels in 
hospitals for budgetary purposes. The report stated 
that the department discourages overcrowding, and. 
mentions the greater risk of fire and of cross-infection 
in overcrowded hospitals. 

With the hospital services plan extended to coverage 
for Indians on reserves and for war veterans’ allowance 
recipients (other than widows and orphans), the total 
covered population in 1958 rose to 865,544 or 97.5% 
of the estimated intercensal population of 888,000. 

In 1958 the plan paid for 177,509 discharged hos- 
pital cases, excluding newborn cases. This volume of 
care increased 1.8% over 1957, and in-patient days, 
0.7%. 

The average stay of hospitalized beneficiaries (adults 
and children) was exactly 10 days, a slight drop from 
1957. 


With a total of 14,460 cases, accidents maintained 
second place among leading causes of hospital care 
in Saskatchewan in 1958, and contributed substantially 
more to the Hospital Services Plan’s volume of hospital 
care than in any previous year since the Plan’s in- 
ception in 1947. 

Pregnancy and associated conditions led the causes 
of hospitalization in 1958, and represented 17.3% of the 
total number of discharged cases. In third place were 
acute pharyngitis and tonsillitis, and diseases of tonsils 
and adenoids. Pneumonia as a cause of hospitalization 
dropped from fourth place in 1957 to fifth in 1958, 
being replaced by diseases of the genito-urinary 
system. Influenza cases were much more frequent in 
1957 than in 1958. 

Rates for Indians and for recipients of war veterans’ 
allowances were higher than the average. Indians living 
on reserves, covered under the plan for the first time in 
1958, experienced a hospitalization rate of 337 cases 
per 1000, and stayed 10.3 days on the average, as 
against a general average of 10 days. The war veterans 
experienced a rate of 509 cases per 1000 and stayed 
in hospital for an average of 17.5 days. 

G. W. Preacocxk 


ONTARIO 


The inaugural lecture of the newly instituted Walter 
W. Wright lectureship in ophthalmology was held at 
the Academy of Medicine, Toronto, on February 27. 
This lectureship was established by his colleagues and 
the ophthalmic alumni of Toronto in honour of Dr. 
Walter W. Wright, emeritus professor of ophthalmology, 
University of Toronto. Dr. Wright was introduced by 
Dr. H. M. Macrae. After Dr. Wright’s reply, Dr. A. 
E. MacDonald introduced Professor Norman Ashton 
of the Institute of Ophthmalogy, London, England. 

Professor Ashton’s address was on “A new concept in 
the etiology of diabetic retinopathy.” Using the patho- 
genesis of early retinal changes in retrolental fibroplasia 
as a platform, he suggested that perhaps a similar pro- 
cess of retinal swelling might be taking place in the 
diabetic retina where dilatation of the capillaries on 
the venous side was followed by formation of loops 
which became microaneurysms. The nature of the 
exudates might perhaps be tied in with demonstrable 
accretions of mucopolysaccharides. Professor Ashton 
held his listeners spellbound by the logical sequence 
of his arguments and the magnificence of his multi- 
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hued micropathological preparations. Its stimulation of 
discussion and thought on the problem is keeping local 
ophthalmologists buzzing. 

After the address the prize given by the Eye Alumni, 
University of Toronto, was presented to Dr. Philip 
Morton for the best paper by an ophthalmologist in 
training. 


The Medical Historical Club of Toronto met on 
February 27 to hear a paper given by Dr. H. Wasteneys 
on “Dr. Henry Marshall (1775-1851) and Military 
Hygiene”. Dr. Marshall was born at Kilsyth near 
Glasgow and became a surgeon’s mate in the Royal 
Navy in 1803. Next year he transferred to the British 


Army and served in many foreign stations, including-- 


nine years in Ceylon. His first book appeared in 1821, 
on the health and welfare of soldiers, a subject on 
which he wrote many books and papers. His writings 
were distinguished by their factual character. He 
pointed out the facts and left others to make recom- 
mendations. His concern was well based, for the 
rejection rate for recruits in his days rose as high as 
40%. 

Marshall was an expert on the detection of simula- 
tion, commonly resorted to by soldiers. Incontinence of 
urine was often simulated, as were renal calculi and 
hydrocele (by air inflation of the scrotum), disorders 
of vision, hemoptysis and haematemesis (swallowed 
bullock’s blood), mental deficiency and_ epilepsy. 
Marshall described various pension frauds, and in 1832 
published his magnum opus “On the enlisting, pen- 
sioning and discharging of soldiers”. He had the satis- 
faction of seeing many of the miseries of service 
alleviated during his lifetime. For instance, the flogging 
rate dropped from 10 per 1000 in 1832 to 4 per 1000 
in 1847, while the award of lashes permitted fell from 
a maximum of 1800 to 50. 


Dr. F. W. Jeffrey, Ottawa, chairman of the Child 
Welfare Committee, Ontario Medical Association, has 
been made a director of the Ontario Safety League. 


Through the generosity of an. anonymous donor, and 
in honour of Dr. Harry Shields, an annual lectureship 
has been established in the Faculty of Medicine, Uni- 
versity of Toronto. Dr. Shields directed the Department 
of Anzsthesia in the University and the Toronto 
General Hospital for many years, until his retirement 
from the active staff in 1952. In addition to directing 
undergraduate teaching, Dr. Shields instituted the 
postgraduate course in anzsthesia at the University of 
Toronto leading to certification and fellowship in the 
Royal College of Physicians and Surgeons of Canada. 

By the terms of this trust an eminent authority in 
the field of anesthesia will be invited to give a 
lecture in the university on the subject of anzesthetics, 
consideration also being given to the general fields of 
medicine and basic science which are related to this 
subject. Such a lecture will be given annually. 


The 1.0.D.E. Preventorium, Toronto, for the past 
46 years a junior sanatorium, is closing because the 
incidence of tuberculosis has been reduced to a point 
where a junior sanatorium is no longer needed; 8500 
children have been treated there, of whom 1500 were 
active cases. 

Tuberculosis in Ontario is becoming a disease of the 
older age group. In 1945, people over 50 years of age 
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comprised 16% of admissions to sanatoria. In 1957, the 
percentage over 50 years old had risen to 36%, of whom 
80% were men. 

Last year in Ontario 59 people under 50 years of 
age died of tuberculosis while 121 people over 50 died 
of the disease; 52 of them were over 70 years old. 


Dr. James Ashmore, Department of Biochemistry, 
Indiana University, addressed the Physiological Society, 
University of Toronto, in March on the role of insulin 
in hepatic glucose utilization. 


Dr. Ian MacDonald, associate professor of medicine, 
University of Toronto, addressed the Essex County 
Medical Society in February on postgraduate medical 
education. LituiAN A. CHASE 


Kingston News: 


Dr. John McKelvey, Professor of Obstetrics and 
Gynecology at the University of Minnesota, addressed 
the regular meeting of the Kingston Academy of 
Medicine on Monday, March 9, 1959, on chorion- 
epithelioma. He discussed the difficulty in diagnosing 
this condition, stating that it was necessary to show 
the actual relationship of the trophoblast to the uterine 
muscle to make a diagnosis of malignancy. 

He discussed a group of cases showing that patients 
treated at a late stage had all died, whereas those 
treated early with x-ray and hysterectomy had had a 
high survival rate. He spoke of recent treatment with 
the drug Methotrexate, which has resulted in control 
of the disease. He has one case now in which proven 
chorionepithelioma has been destroyed by the drug 
without removal of the uterus, and he thinks it possible 
that this woman may become pregnant and bear a 
child; if so, this will be the first such case. 

Dr. McKelvey was introduced by Dr. P. A. McLeod, 
with lurid details of the activities of the guest speaker 
while a student at Queen’s, from which he graduated 
in 1926. He was thanked by Dr. E. M. Robertson. 


“Life After Death” was the subject of a talk by Dr. 
Denis White to Queen’s students and graduates re- 
cently. His only reference to theology was the “pre- 
carious undertaking” of the church in establishing 
dogma. On this occasion the dogma was that “cells 
destroyed within the nervous system can never regener- 
ate”. He propounded the question “Is this statement 
necessarily true?” and proceeded to narrate the story 
of a 26-year-old waitress who lived in Philadelphia in 
1901 and who, through a circumstance the details of 
which are not recorded, was shot twice with a 32- 
calibre revolver. One bullet. completely and cleanly 
transected her spinal cord at the level of the seventh 
thoracic vertebra. Her surgeon found at operation 
three hours after the tragedy that the cord ends were 
separated three-quarters of an inch. He sutured the 
ends together with chromic catgut. The patient 
developed, along with the expected paraplegia, a 
severe bladder infection with high fever. In May of 
1902, 16 months after her injury, numerous neu- 
rologists who saw her stated: “The patient voluntarily 
flexes and extends the toes, the legs and the thighs 
and rotates the thighs, and can stand with either hand 
on the back of a chair. She has the sense of touch, 
temperature, pain and position all over though localiza- 
tion was poor below a point two and a half inches 
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below the umbilicus. She regained partial control of 
her bowel and bladder.” In 1906 she began to lose 
these functions and she died 25 years after her injury. 

Autopsy revealed a single spinal cord constricted by 
dense scar tissue at the site of the end-to-end suture. 

“What was the basis for this apparent miracle and 
why does it not occur more often?” Dr. White recalled 
the work of Cajal, who described the regeneration of 
nerve fibres in young cats and dogs, and Sugar and 
Jarrad’s work with young rats and finally the important 
advance by Windle and Chambers in 1950, who found 
that more favourable conditions for regeneration were 
established when certain bacterial pyrogens, such as 
Pyromen, were administered to the experimental 
animal. 

The speaker speculated that in this patient’s case 
the bacterial infection may have inhibited the forma- 
tion of neuroglial tissue scar, thus enabling regenerat- 
ing neurones to cross into the lower part of the spinal 
cord and eventually to re-establish functional connec- 
tions. He emphasized that we have hardly any evidence 
regarding the effect of Pyromen on humans. When it 
has been used, there could be little hope of success 
as the patients have usually had spinal cord injury 
for many months. Dr. White stated, “There would 
appear to be ample evidence to warrant the extension 
of Pyromen treatment to acute human cord and brain 
injuries, but any success in man will probably be 
related to the immediate institution of therapy.” 

R. C. Burr 


QUEBEC 


The Quebec Camp for Diabetic Children Inc. is 
happy to announce that it will hold a 20-day camp 
period from August 15 to September 4 at Lake 
Chapleau, Quebec. Diabetic boys and girls between 
the ages of eight and 14 are eligible upon consent of 
their doctors. Only a limited number of children will 
be accepted, and it is therefore advisable that applica- 
tion forms be filed early. Literature about the camp 
and application forms are available by writing to: 
Dr. Mimi M. Belmonte, Secretary-Treasurer, Quebec 
Camp for Diabetic Children Inc., 2300 Tupper Street, 
Room 478, Montreal. 

This camping experience is offered to all diabetic 
children, regardless of means. Resident pzediatric, 
nursing and dietary staff will be on hand. The general 
management of the camp will be under the direction 
of Mrs. Maureen Ring, director of the girls’ camp at 
Old Brewery Mission. 


The first annual meeting of the newly formed 
Quebec Hospital Association was held in Montreal on 
March 4-6. The highlight of the program was an 
address by Dr. Arthur Leclerc, Minister of Public 
Health of the Province of Quebec. In regard to hos- 
pital insurance, he said that this province would enter 
the national plan only under “conditions most suitable 
for its constitution”. Quebec is watching the situation 
closely and will try to avoid mistakes made by other 
provinces. Quebec is staying out of the plan, the 
minister said, not because she is backward in health 
matters or anything else, but because of her particular 
historic and cultural background. ¢ 

‘During the three-day convention, hospital insurance 
and the cost of hospitalization in Quebec were most 
prominent among the matters discussed. 
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Dr. Kenneth W. Warren and Dr. Francis E. Mc- 
Donough of the Lahey Clinic, Boston, addressed the 
Montreal Medico-Chirurgica] Society on March 2 on 
“Inflammatory diseases of the pancreas”. They empha- 
sized that surgical considerations in acute pancreatitis 
are predicated primarily on the ability to make a 
reasonable accurate diagnosis. If the diagnosis is in 
doubt, it is generally better to perform laparotomy, 
since the common surgical diseases which are confused 
with acute pancreatitis are amenable to surgical 
manipulation. They reviewed a number of physical 
features of acute pancreatitis which frequently aid in 
resolving the decision about surgery. Emphasis was 
placed upon dangers of too hasty abdominal explora- 
tion in the early course of the disease, and also upon 
unwarranted delay in surgical intervention in the 
presence of spreading pancreatic sepsis. The problems 
of pancreatic cysts were given adequate attention. Both 
authors emphasized in particular the importance of 
correlating the surgical procedure with the pathological 
findings. 


The Montreal Physiological Society held an all-day 
scientific meeting on March 6 at the Hotel-Dieu. 
Sixteen scientific papers were presented. A luncheon 
was served through the courtesy of Abbott Labora- 
tories Limited. The special lecture was given by Dr. 
James Ashmore, associate professor of biochemistry, 
Indiana University Medical Center, on “The role of 
insulin in hepatic carbohydrate metabolism”. 


On March 4, the Queen Mary Veterans’ Hospital 
held a “Clinical At Home” for all interns of the Mont- 
real hospitals and all the senior medical students of the 
University of Montreal and McGill University. The 
main object of this program was to acquaint the guests 
with the wealth of clinical material and the high stand- 
ard of medical care in this hospital. It was a colourful 
and instructive show and, to this observer, highly 
successful. 


The National Heart Foundation has announced this 
years Fellowships. Among these are three from 
Montreal. Dr. Enid G. Dawson of the Institute of 
Cardiology will receive a grant for “investigation of 
the possible relationship of protein to development of 
atherosclerosis”. Dr. Wilfred H. Palmer of Queen Mary 
Veterans’ Hospital will study “the effect of heart disease 
on the mechanism of breathing” at the Montreal Chil- 
dren’s Hospital and the Royal Victoria Hospital. Dr. 
Bernard I. Weigensberg will continue studies at McGill 
University on “chemical factors in the development of 
atherosclerosis”. 


Two of the new Markle Foundation Scholars are from 
Montreal. The winners of the awards are Dr. Hunting- 
don Sheldon, who will carry out research in the de- 
partment of pathology at McGill, and Dr. Guy 
Lemieux, who will conduct studies at the University of 
Montreal and the Hoétel-Dieu hospital. 


We were pleased to note that Dr. Renaud Lemieux, 
medical superintendent of St. Sacrement Hospital in 
Quebec City, has been named president designate of 
the World Medical Association, which will hold their 
next meeting in Montreal next September. He succeeds 
Dr. Léon Gérin-Lajoie of Montreal, who died recently. 
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Dr. Louis J. Quinn, obstetrician and gynexcologist- 
in-chief at St. Mary’s Hospital in Montreal, has been 
named to Fellowship of the Royal College of Ob- 
stetricians and Gynecologists. He is president of the 
Montreal Obstetrical and Gynzcological Society. 

A. H. NEUFELD 


NEW BRUNSWICK 


The new building of St. Joseph’s Hospital in Saint 
John is now completely operative after slight delay in 
furnishing the last floor. It is a magnificent addition to 
the medical services in the city, and the hospital 
corporation deserves much credit for its provision. 

The first patients were admitted to two floors of the 


new Saint John General Hospital in the second week" 


of March. Other departments will be opened as 
furnishings and staff are available. It is expected that 
the entire building will be functioning before the New 
Brunswick hospitalization plan comes into effect on 
July 1 of this year. 

Work is progressing on the new hospital building at 
the Victoria Public Hospital in Fredericton. 


Eight public health nurses of the New Brunswick 
Health Department and three other nurses are spending 
two months at the Provincial Hospital at Lancaster, 
N.B. This course will provide the nurses with some 
knowledge and understanding of the prevention, cause, 
symptoms and treatment of the more common psychi- 
atric illnesses and will help them to give concrete help 
to patients in the home and community, especially to 
those discharged from mental hospitals and to their 
families. 


The government of New Brunswick is preparing the 
citizens of this province for changes proposed in 
hospitalization on July 1 of this year. Education takes 
first place and is being carried on by radio, speaking 
tours of specialists, and newspaper coverage. It is a 
huge task and involves hospitals, taxpayers and of 
course the physicians of the province. It is true that we 
have the advantage of’ the experience gained by other 
provinces where a similar plan is already in action, 
but it also seems true that each province has difficulties 
peculiar to its own area and people. It is certain that 
hospitalization and the method of paying for it has 
provided a subject for discussion here which has dis- 
placed—for the time being at least—our usual interest 
in fishing, hunting and Maritime rights. It is to be 
hoped that this condition will be short-lived so that 
our native interests may be restored to their proper 
perspective. 


A medical bonspiel was held in Saint John on March 
18, with rinks entered from New Brunswick and Prince 
Edward Island. One of the Moncton rinks, skipped by 
Dr. Peter Lyons, carried off top honours. 


Sponsored by the Department of Medicine of Lan- 
caster D.V.A. Hospital and the Post-Graduate Service 
of Dalhousie University, the ‘first of a series of clinical 
days was held in Saint John in the second week of 
March. Dr. Henrik Tonning was the chairman. Dr. R. 
Dickson, Professor of Medicine at Dalhousie, was guest 
speaker. The’ program included clinical ward rounds, 
clinics, a pathological conference and a clinical staff 
meeting at Lancaster Hospital. In the afternoon Dr. 
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Dickson lectured on the “Differential diagnosis of 
chronic diarrhoea” in the auditorium of the Pathology 
Building at the Saint John General Hospital. 

A. S. KirKLAND 


PRINCE EDWARD ISLAND 


The latest in the extramural lectures in the 1958-59 
series was given at the Charlottetown Hotel on Wed- 
nesday, April 1, when, after a dinner and a short 
business meeting, Dr. George M. White, obstetrician 
and gynzcologist of Saint John, N.B., spoke on diag- 
nostic aids in obstetrics and gynecology and on 
posterior positions. 


ABSTRACTS from current literature 
MEDICINE 


Clinical Value of Measurements of Concentration of 
Protein in Pleural Fluid. 


D. T. Carr aNp M. H. Power: New England J. Med., 
259: 926, 1958. 


During the four-year period 1953 to 1956, data were 
accumulated at the Mayo Clinic on the value of 
routine estimation of the protein in specimens of 
pleural fluid aspirated for diagnostic purposes. The 
aspirated specimens were placed in a bottle containing 
sodium citrate, to prevent coagulation, and protein 
concentration was measured by a biuret method. Of 
specimens of fluid attributable to heart failure, 84% 
had less than 3.0 g. of protein per 100 ml. In con- 
trast, 92.8% of fluids due to cancer, and all fluids 
due to tuberculosis, had over 3.0 g. protein per 100 ml. 
Routine measurement of the protein content of 
aspirated pleural fluid is advocated as a valuable 
diagnostic test. NorMAN S. SKINNER 


Hypertensive Cerebrovascular Disease, 
A. J. Hupson anp H. H. Hytanp: Ann. Int. Med., 49: 
1049, 1958. 


In a series of 100 cases of hypertension with autopsy 
findings, the initial symptoms provided some indication 
of the subsequent course of hypertension. The actual 
cause of death was of course not predictable, ex- 
cept that those with a “stroke” as the initial symptom 
most often died of a cerebrovascular accident. About 
half of the patients had strokes due to vascular in- 
sufficiency or occlusion, and about half of these had 
more than one such episode. In hypertension, con- 
siderable damage to the brain may exist without 
being apparent in the history or on_ physical 
examination. 

The mortality from intracranial hemorrhage was 
31%. Ten per cent of the series survived a cerebral 
hzemorrhage (1 to 3.5 cm. in size), although in most 
instances death occurred later from another hemorrhage 
elsewhere in the brain. Blood was present in the cere- 
brospinal fluid in only half of these cases, and there 
may therefore be difficulty in distinguishing non- 
fatal hemorrhage from infarction. The need for caution 
in the use of anticoagulant therapy in severe hyper- 
tension with cerebrovascular accidents is emphasized. 
Mental deterioration occurred in 18% of the series, 
and was observed most often in association with strokes, 
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but it sometimes existed in the absence of recognizable 
clinical episodes. It was usually found to be associated 
with multiple small softenings, both old and recent, 
throughout the brain. 

Convulsions occurred in 20% of the series, most 
often in the few days before death, in association 
with urzemia, cerebral hemorrhage or thrombosis, and 
shock. S. J. SHANE 


Viral Hepatitis in a Penal Institution. 


I, A. ScHAFER AND J. W. Mostey: Ann. Int. Med., 49: 
1162, 1958. 


In a penal institution in which viral hepatitis had be- 
come prevalent during the previous two years, the 
epidemiology of the disease was studied. Forty-five 
cases were observed — 39 icteric, six anicteric — over 
a period of 11 months. The clinical and laboratory 
data were in accord with the diagnosis. Two patients 
died and pathological confirmation was obtained in 
one case. : 

It was established that 42 of the 45 patients in 
the course of the preceding six months had undergone 
either routine immunization, injection of a drug, dental 
work, tattooing, or the illicit administration of drugs. 
Twenty-one had definite signs of acupuncture, includ- 
ing two of the three without history of any of the 
abovementioned interventions. It was therefore con- 
sidered that accidental parenteral inoculation was the 
most significant method of transmission. 

In a period of seven months, 22 cases of this dis- 
ease occurred in a group of 95 residents of three 
dormitories in which drugs were known to be used. 
Furthermore, investigation of the dormitories revealed 
a positive correlation between hepatomegaly, hepatic 
tenderness, bilirubinuria and physical signs of acupunc- 
ture. It is therefore justifiable to conjecture that the 
infection was more general than indicated by the 
number of cases. 

The epidemiological data suggest that hepatitis in 
this institution was predominantly of the serum type 
(SH) rather than of the infectious type (IH). These 
observations should be taken into consideration when 
residents of penal institutions are used as blood donors. 

S. J. SHANE 


Percutaneous Myocardial Electrode for Control of Com- 
plete A-V Block by an Artificial Pacemaker, 


A. THEVENET, P. C. Hopcres AND C, W. LILLEHeE!: Dis. 
Chest, 34: 621, 1958. 


A technique for percutaneous insertion of a myocardial 
electrode in humans is described. This method permits 
effective control of complete heart block by use of 
the artificial pacemaker without the need for opening 
the chest to place an electrode. Indications for this 
procedure are: (1) control of complete heart block 
with very slow rates; (2) episodes of ventricular 
standstill occurring for the first time postoperatively 
after the chest has been closed or in medical patients 
with the Stokes-Adams syndrome due to cardiac dis- 
ease or drug therapy. The efficacy, safety and easy 
applicability of this technique permit its use for 
emergency resuscitations. 

The superiority of interna] pacemaker stimulation 
over the use of external electrodes or drug therapy 
is emphasized; a lightweight transistor pacemaker is 
described which permits greater patient mobility and 
safety than the more cumbersome units previously 
available. S. J. SHANE 
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Anomalous Atrioventricular Excitation (Wolff-Parkinson- 
White Sydrome). 
L. WotrFr: Circulation, 19: 14, 1959. 


Vectorcardiographic and electrocardiographic data in. 
patients with the Wolff-Parkinson-White syndrome are 
thought to support. the concept of one or more accessory 
functioning structural] bypasses, anatomically and 
functionally separate and distinct from the atrioven- 
tricular node. 

It is emphasized that the accessory tract is capable 
of retrograde conduction, thus providing a possible 
mechanism for atrial arrhythmias. S. J. SHANE 


Significance of Serial “K” Determinations and of Certain 
Premature Contractions in Acute Myocardial Injury. 


A. Sorrer: Am. J. M. Sc., 237: 87, 1959. 


The importance of serial QT determinations in the 
electrocardiographic pattern of acute myocardial injury 
is demonstrated in the case of a patient who entered 
hospital with the classical signs and symptoms of 
acute myocardial infarction. An abnormally prolonged 
QTc appeared in serial electrocardiograms on the third 
day, and even more prolonged on the ninth day, 
indicated that active disease was present in spite of the 
fact that the tracing had apparently rapidly returned 
to the earlier pattern. This _ electrocardiographic 
“latent” period passed rapidly, and later tracings 
showed the typical changes of acute infarction. Pre- 
mature contractions occurring on the sixth hospital 
day had the pattern found in acute transmural injury. 
They were the earliest indication that, simultaneously 
with the wide anteroseptal damage, high lateral damage 
had occurred. S. J. SHANE 


Bilateral Pulmonary Resection for Metastatic Osteogenic 
Sarcoma. 

W. R. Rumet, P. R. CurLer anp W. R. NAutuiway: Dis. 
Chest, 35: 106, 1959. 


In most instances, pulmonary metastases must result 
from neoplastic invasion of regional veins draining a 
tumour area, followed by embolization with or without 
local trauma. If the lesion is solitary and resection 
results in “cure”, there can be no reasonable doubt 
that the embolization involved a single cell or clump 
of cells breaking away on a single occasion. If the 
primary tumour is not completely resected, further 
embolic episodes may, and generally do, occur periodi- 
cally, resulting in further implants in new areas of the 
lung. If the distribution and total number of the 
implants appears favourable from the standpoint of 
resectability, the authors feel that excision should be 
possible for the same reason or reasons that “cure” 
of solitary metastases has been obtained in the past. 

In the case reported, variation in size of the 
pulmonary nodules strongly suggested that more than 
one episode, and probably three episodes, of tumour 
embolization had taken place before extirpation of 
the primary tumour. The microscopic characteristics 
also favoured this contention. In spite of these con- 
siderations, multiple resection of these pulmonary 
metastases was carried out, and the results obtained 
appeared to satisfy the usual criteria of a “seven-year 
cure”. 

The authors suggest that this case report indicates 
that the presence of multiple metastases, if resectable, 
does not necessarily preclude the possibility of “cure” 
following surgical excision. S. J. SHANE 
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SURGERY 


Tumours and Cysts of the Mediastinum. 
I. M. Morrison: Thorax, 13: 294, 1958. 


A series of 166 tumours and cysts investigated at the 
Liverpool Regional Thoracic Centre from 1941 to 
1957 and the same number from other centres in 
Great Britain and Ireland referred to the Tumour 
Registry between 1953 and 1957 form the material 
of this study. All diagnoses had been verified either 
by excision or by biopsy or aspiration, and all media- 
stinal swellings are included except inflammatory or 
parasitic lesions. Metastases or direct spread from 
tumours elsewhere and tumours of the trachea, ceso- 
phagus, heart and great vessels are also excluded. : 

The present series is compared with other published 
series as regards anatomical classification, and is also 
broken down to show the incidence of the various 
types by age and sex. In the whole series there were 
93 cases of cysts and teratoid tumours (28%), of 
which 23 were teratomata and 13 dermoids. They are 
usually found in the anterior mediastinum, and their 
removal is mandatory for many reasons, not the least 
of which are complications such as hemorrhage or 
pressure on other organs. Two unusual cases of this 
condition and three of the nine cases of lymphatic 
cystic tumours are reported in greater detail. There 
were 13 cases of pericardial cysts, six endodermal 
and 23 bronchogenic. The 101 neurogenic tumours 
seen in this series (30.4%) are broken down into the 
various types according to the classification of Schlum- 
berger. Of this group, 15.8% were malignant and the 
most common benign tumours were neurilemmoma 
and neurofibroma (51%). Four of the latter had other 
signs of von Recklinghausen’s disease, and in two 
others multiple intrathoracic nerve tumours were found. 
A benign chromaffinoma in an 18-year-old boy was 
found in paravertebral position at the level of the 
eighth thoracic vertebra; 47 true tumours of the 
thymus (12 malignant) and 43 thyroid tumours had 
a combined incidence of 27%, lymphoma was found 
in 33 cases (9.9%) and there were 14 mesenchymal 
tumours. Some unusual features of several types are 
particularly mentioned and their x-ray appearance is 
reproduced. W. GrosIN 


Whiplash Injuries. 
E. Sevetz: J. A. M. A., 168: 1750, 1958. 


An increasing number of people are being seen with 
disabling neck pain as a result of abrupt acceleration 
or deceleration in automobile injuries. Because in 
many circles the term “whiplash” has been objected 
to, this author has chosen the name “craniocervical 
syndrome” to describe the sequelz of acute flexion or 
severe hyperextension of the passenger's neck. These 
are usually due to involvement of the nerves, blood 
vessels and interarticular ligamentous structures. Be- 
cause usually there are no associated radiographic 
changes, the persistent symptoms are oftén attributed 
to psychogenic causes. 

When confronted by a patient with a history of 
such an accident, the doctor must give careful con- 
sideration to the close anatomical relations of the 
cervical vertebre, their articular facets and forAmina, 
nerves, and blood vessels. Traction on the second 
cervical nerve root, which becomes the great occipital 
nerve, and on the spinal accessory nerve is blamed 
for a major portion of the pain. Communication be- 
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tween the former and the trigemina! nerve in the 
medulla accounts for attacks of hemicrania with pain 
radiating behind the corresponding eye. Persistent 
trapezius and sternomastoid spasm is the result of 
traction on the spinal accessory nerve or its many 
filaments of origin from the entire length of the 
cervical spinal cord. Careful neurological examination 
soon after injury may reveal, not pain, but hypal- 
gesia or anesthesia over the distribution of one or 
more nerves. 

Lateral] osteophyte formation may cause pressure in 
the intervertebral foramina or those of the transverse 
processes. Partial or complete obstruction of the 
vertebral artery demonstrated angiographically has 
been stated to cause ischzemia to the brain and sub- 
sequent symptoms. 

The necessity and urgency of early, persistent and 
adequate therapy by a specialist in this field is 
stressed. It should consist of local hot packs to relieve 
muscle spasm, gentle massage and cervical traction. If 
radicular pain is severe, local infiltration may be benefi- 
cial. The contour pillow, collar splint, and muscle 
relaxants are also mentioned as helpful in some cases. 

ALLAN M. Davipson 


The Peripheral Venous Heart. 

JoHN McLacuiin ann ANncus D. McLacuiin: A.M.A. 

Arch. Surg., 77: 568, 1958. 

Pulmonary embolism is the commonest single cause 
of death following major operations. Venous stasis is 
the prime factor in venous thrombosis. The venous 
pump in. the calf is in the calf muscles and if it func- 
tions well the flow in calf, thigh and pelvic veins 
should be increased and thus lessen the danger of 
thrombosis. 

Studies of venous flow using diatriozate injected 
into a vein on the dorsum of the foot and studied 
by cineradiographic film show clearly the pumping 
action of the calf muscles on veins in and around the 
soleus muscles. There is a narrow margin between 
movement and stasis in these veins. Breathing has 
little effect on venous flow in the legs. 

An electrical stimulator to contract calf muscles 
during anesthesia is being used and studied as a 
prophylaxis against thrombo-embolism. 

Burns PLEWES 


Diagnostic Paracentesis. 

J. H. Srrickier, P. D. Erwin anp C. O. Rice: A.M.A. 

Arch, Surg., 77: 859, 1958. 
The more frequent use of needle tap of the abdominal 
cavity as an aid in the differential diagnosis of the 
acute abdomen is advocated. Many examples are given 
of the value of the simple procedure. In the case of 
a contusion of the left kidney, a ruptured spleen was 
also recognized when blood was obtained by needle, 
and in cases where ruptured spleen was suspected, 
diagnosis and treatment were considerably hastened. 
Bloody urine in the peritoneal cavity is diagnostic of 
a ruptured bladder. The differential diagnosis of the 
acute abdomen is often aided as in ruptured peptic 
ulcer, ruptured ectopic pregnancy and acute pan- 
creatitis. In eliminating the presence of blood, para- 
centesis may avoid an operation for pelvic inflammatory 
disease. Strangulation obstructions produce a brownish 
or wine-coloured paracentesis fluid. A negative tap 
helps in the diagnosis of the false-acute abdomen. 

A technique using a styletted 14-gauge needle and 
polyethylene tubing is described. Burns PLEWES 
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’ Treatment of Tetanus. 


G. Kourany, E. A. CLEVE AND F. P. Smiru: A.M.A. 
Arch. Int. Med., 102: ®23, 1958. 


The authors analyze 70 cases of tetanus treated at 
their hospital between 1905 and 1956, and _ briefly 
review the literature. 


It is accepted that the tetanus bacillus is a sapro- 
phytic organism with little or no invasive property and 
therefore tends to remain at the inoculation site. It 
would now seem that the weight of evidence supports 
the theory of hawmatogenous spread. Regardless of 
where the focus of injection is located, the first pre- 
senting sign is trismus, and the length of incubation 
period is not affected by the site of infection. 

It is gratifying to see the mortality drop from 80% 
before antitoxin was employed in 1926, to around 20% 
in more recent series with the use of this agent plus 
antibiotics, heavy sedation, muscle relaxants and 
tracheotomy. It would seem that many cases can be 
treated when sufficient toxin has been absorbed to 
produce diagnostic symptoms and yet before a lethal 
amount has been fixed. 


As heavy sedation is now recognized as of para- 
mount importance in preventing and minimizing mus- 
cular spasm, one must not forget the usefulness of 
prophylactic tracheotomy to help maintain an adequate 
airway. This adjunct is especially valuable when one 
remembers that the critical period may well be in 
excess of 10-14 days, during which the respiratory 
passage must constantly be kept clear. 


In three of the four recent cases presented, a hys- 
terectomy was performed with the hope of eradicating 
the source of infection assumed to result from 
attempted abortion. After a pyrexial course of 8-12 
days in these three patients, after operation, complete 
recovery followed, as with a fourth male leper with 
leg ulcers. One of the women was stated to have 
received three tetanus immunizations less than one year 
before admission. In view of the rarity of such an 
event, it would be nice to know the potency of the 
toxoid used! ALLAN M. Davinson 


OBSTETRICS AND GYNAECOLOGY 


An Endocrine Basis for Endometrial Carcinoma. 


A. I. SHERMAN AND R. B. Woo tr: Am. J. Obst. & Gynec., 
77: 233, 1959. 


The authors suggest that at birth a female destined to 
develop adenocarcinoma of the endometrium is en- 
dowed with an abnormal complement of hilar and/or 
medullary cells of common embryological origin, 
whether called Leydig or theca cells. These cells are 
responsive to luteinizing hormone (LH). During the 
reproductive years of the individual, these cells func- 
tion at a minimum because of the presence of responsive 
follicular apparatus and its feed-back pituitary control, 
including the cyclic LH-restraining influence of pro- 
gesterone from successive corpora lutea. The possibility 
of subtle deletericus hormone activity from the ab- 
normal hilar and/or medullary cell complement may 
account for the sterility so commonly found in patients 
with endometrial cancer. 


By the advent of the menopause, tlie follicular 
apparatus has usually been consumed. The restraint of 
the hormones from the follicular apparatus and sub- 
sequent corpora lutea no longer obtains, so that pitui- 
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tary gonadotrophins are brought to bear fully upon the 
abnormal hilar and/or medullary cells. The latter pro- 
duce sexagens that influence the endometrium adversely 
and cause the pituitary gland to excrete excessive . 
amounts of LH in addition to the usual postmenopausal 
high follicle-stimulating hormone (FSH) levels. With 
continued excessive LH activity, one finds Leydig. 
and/or ovarian stromal-cell hyperplasia, and the endo- 
metrium becomes carcinomatous. 


Progesterone, testosterone and other androgens 
grouped as progestins may be capable of interfering in 
this cycle. Whether such a drop in LH levels, started 
early enough, will inhibit the formation of endometrial 
carcinoma cannot as yet be shown. The demonstration 
of such a plausible prophylaxis can come only from a 
full-scale research program investigating a large group 
of women. Ross MITCHELL 


X-ray Pelvimetry. 
E. A. Graser, H. R. K. BarBer AND J. J. O'Rourke: 
Am. J. Obst. & Gynec., 77: 28, 1959. 


A series of 242 cases of x-ray pelvimetry reported 
by 18 radiologists is reviewed on the basis of the 
prognostic accuracy of the reporting physician. Three 
out of four were reported correctly, but almost all of 
these concerned an adequate pelvis with an average- 
sized baby. 

The radiologist has no method of measuring the 
fetal head accurately and was in error most frequently 
in the cases where the obstetrician needed help — in 
cases of cephalopelvic disproportion. The roent- 
genologist usually has not sufficient information or the 
obstetrical background to make a clinical prognosis 
and should cease predicting.the outcome of delivery. 
By his final predictions he places the obstetrician in an 
untenable position medico-legally. X-ray pelvimetry was 
never intended to take the place of an adequate pelvic 
examination in labour and a trial of labour. At best 
it is a laboratory aid and should be used as such. 


The indications for x-ray pelvimetry should be 
limited to two situations: (1) malpresentation and 
(2) lack of clinical progress in labour. For maximum 
information, x-rays should be taken only while the 
patient is in labour. 


Since all radiation is harmful, all routines as to the 
number of plates should be discarded. For the in- 
dividual case, the obstetrician should specify a minimum 
number of views. Ross MITCHELL 


THERAPEUTICS 


Effect of Digitalis and Diuretics on Exertional Dyspnea. 
H. Gorn et al.: J. A. M. A., 169: 229, 1959. 


Two varieties of exertional dyspnoea are observed in 
patients with congestive heart failure, one which 
responds to digitalization and one which persists in 
the face of it. The results of placebo treatment in the 
place of digitalis leave the value of digitalis for the 
control of dyspnoea in some cases open to doubt. A 
study was undertaken to re-examine the belief, at 
present firmly entrenched, that digitalis is universally 
useful in the treatment of heart failure; 93 patients 
with established heart failure without auricular fibril- 
lation were treated with various courses, each of 
several months’ duration. Digitalization alone, placebo 
tablets, a diuretic alone, and the combination of 
digitalis and a mercurial diuretic were used. 
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The results indicate that there was no material 
change in the patients with exertional dyspnoea, in 
whom physical signs of congestive failure were minimal 
or absent, between treatment with digitalis and with a 
placebo. In a group of 92 patients treated with 
mercurial diuretics alone, there was unmistakable im- 
provement in exertional dyspnoea in over one-half. 
Almost all of them lost on an average 5 |b. in weight, 
but this was not always accompanied by relief of 
exertional dyspnoea. The addition of digitalis to the 
diuretic treatment did not produce any further im- 
provement in exertional dyspnoea. This indicates that 
the mechanism responsible for exertional dyspnoea 
in some cases is an increased amount of extra- 
cellular fluid, and that in such cases digitalis is of. 
less value than diuretics. A practical test is described 
which can be used to detect the patients who would 
not respond to digitalis or in whom long-term treat- 
ment with digitalis would not be of added benefit. 

W. Grosin 


Decrease in Oxygen Consumption Associated with Pro- 
longed Administration of Acetazolamide. 


S. M. TENNEY AND N. TscHETTER: Am. J. M. Sc., 237: 
23, 1959. 


Long-term administration of the carbonic anhydrase 
inhibitor, acetazolamide (Diamox), was shown to lower 
oxygen consumption in rats. Antithyroid activity was 
evidenced by an increase in thyroid weight and a 
decrease in serum protein bound iodine in the treated 
animals. It is suggested that this action in lowering 
metabolism is the explanation of the mechanism by 
which certain patients with chronic respiratory in- 
sufficiency are improved by acetazolamide without any 
demonstrable increase in ventilation. S. J. SHANE 


Intrinsic Factor in Partial and Total Gastrectomy (in 
German). 


W. PrisBiLta AND H. E. Postu: Schweiz. med. Wchnschr., 
88: 1306, 1958. 


Forty-three patients with carcinoma of the stomach 
and 11 with peptic ulcer, who had been subjected to 
varying degrees of gastrectomy, were studied with 
regard to the absorption of vitamin B,,. The method 
described by R. F. Schilling, which is a_ urinary 
excretion test, was used in this study. A test dose of 
radioactive B,, is given orally and is followed by a 
intramuscular injection of 1000 micrograms of ordinary 
vitamin B,,, which serves to help in excreting the 
radioactive substance and measuring its concentration 
in the urine. The details of this technique are to be 
found in a previous communication by the authors. 


In 13 cases with total gastrectomy the average 
excretion was 0.1% of the ingested dose, as against 
25.6% in the normal person. In the various forms of 
subtotal gastrectomy the excretion varied from 1.9% in 
high subtotal gastrectomy and 3.6% in low subtotal 
gastrectomy to about 15% in Billroth II gastrectomy. 
Resection of the fundus was followed by somewhat 
lower excretion. The authors conclude that their re- 
sults indicate that the intrinsic factor is produced in 
the stomach. In general, a two-thirds resection of the 
stomach or subtotal gastrectomy or resection of the 
fundus does not necessitate regular vitamin B,, medi- 
cation postoperatively, although at times this may be 
required. In total gastrectomy continuous administra- 
tion of vitamin B,, is indicated. W. GrosBin 
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Electrolyte Losses Associated with Taking of Purges. 


N. F. Cocuiitt, P. M. McALLEN AND F. Epwarps: Brit. 
M. J., 1: 14, 1959. 


In the three cases described, the regular taking of 
purges for many years was at least partly responsible 
for depletion of body stores of sodium and potassium. 
The electrolyte studies made in these patients, using 
chemical and radioisotope methods, are to be described 
elsewhere. In one case the loss of electrolytes in the 
stools was balanced by an adequate diet, and in another 
the diet covered the loss of potassium partially, until 
the intake was reduced five years ago. Even so, hypo- 
kalemic paralysis did not develop until the end of 
these five years, suggesting that muscles can become 
used to potassium deprivation, provided it develops 
slowly. 

The authors stress the lack of adequate knowledge 
regarding the pharmacological action of purging on 
the small and large intestine. Some of the information 
suggests that the small intestine reacts to podo- 
phyllum and jalap with increased motility, just as the 
colon does. W. GROBIN 


Simultaneous Mitral Commissurotomy and Cross-Polar 
Plication (Annuloplasty) in Treatment of Combined 
Mitral Stenosis and Regurgitation. 


K. Sunna et al.: Am. J. M. Sc., 237: 78, 1959. 


In all but one of 24 cases of combined rheumatic 
mitral stenosis and regurgitation, dyspnoea and fatigue 
were the presenting symptoms. Left heart catheteriza- 
tion was carried out in nine cases; analysis of left atrial 
pressure pulse curves was of limited value in esti- 
mating the degree of combined mitral stenosis and 
mitral regurgitation. However, cardiac ventriculography 
(direct needle puncture with opacification of the left 
ventricle) was of great value in assessing the results 
of surgery. 

All patients were treated surgically by combined 
mitral commissurotomy and cross-polar plication. The 
mortality rate was 20%. 

Postoperative evaluation of 16 patients demonstrated 
marked clinical improvement in 80% of cases. 

S. J. SHANE 


Fixed Combination of Chlorothiazide-Reserpine in 


Hypertension. 
H. E. Nusspaum et al.: Am. J. M. Sc., 236: 786, 1958. 


The data in this paper, when added to those of other 
investigators, emphasize the fact that chlorothiazide is 
an effective diuretic agent, little if any less potent 
than the organo-mercurials. Although numerous _in- 
vestigators have demonstrated a significant antihyper- 
tensive effect from chlorothiazide, the authors have 
not been impressed with this effect. Chlorothiazide has 
a mild antihypertensive effect in certain patients, but 
this effect is not common enough or marked ‘enough 
to justify the routine use of chlorothiazide in the treat- 
ment of hypertension. Furthermore, it is important to 
note that normotensive patients do not show any 
hypotensive response to this drug. 

The experience of these authors up to the present 
time supports the assertion that chlorothiazide is a 
useful drug when given in combination with other 
antihypertensive agents. They do not believe that the 
effects are related to the metabolism of sodium per se, 
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but may be due in part to a direct antihypertensive 
effect. The apparent potentiating effect at times when 
chlorothiazide is administered in combination with 
other antihypertensive agents may result from the fact 
that chlorothiazide retards the excretion of these 
agents. Without doubt, chlorothiazide offers many 
advantages as a diuretic and antihypertensive agent 
in patients with congestive heart failure. It is well 
tolerated, effective, and strikingly free of serious un- 
desirable side effects. The authors make no mention 
of the “potassium-losing” effect of this drug. 

S. J. SHANE 


Chickenpox Pneumonia Treated with Prednisolone. 


C. A. THoMpson AND F. P. CANTRELL: Ann Int. Med., 
49: 1239, 1958. 


A white woman 31 years of age with severe pneumonia 
as a complication of varicella had the typical cutaneous 
lesions, was extremely toxic, and had severe respiratory 
embarrassment. Chest roentgenograms revealed an 
extensive bilateral nodular pulmonary infiltration. 
Antibiotics, oxygen, sedation and general supportive 
measures were administered for the first two days in 
hospital. In spite of this regimen, the patient became 
critically ill. Prednisolone treatment was instituted, 
initially in doses of 40 mg. per day. Within 24 hours 
a striking improvement was noted, with defervescence 
and subsidence of dyspnoea. The dose of prednisolone 
was: reduced gradually and the improvement con- 
tinued without incident. It is thought that the sup- 
portive therapy (prednisolone) carried the patient over 
the critical phase. The literature contains two other 
cases of varicella pneumonia treated with steroid 
hormones; in one, definite therapeutic benefit resulted. 
The gravity of this complication of varicella is em- 
phasized (mortality up to the present, 16%). Patho- 
logically, the disease is characterized by cellular pro- 
liferation in the alveolar septa and the exudation of 
large mononuclear cells. Other organs may be affected. 
The chest radiograph usually reveals extensive nodular 
bilateral infiltration, most dense at the bases. 

Steroid therapy has been effective in other viral 
diseases, for example in post-mumps orchitis and in 
fulminating viral infections of the liver. This form of 
treatment possibly exercised a favourable influence in 
this case of varicella pneumonia. S. J. SHANE 


DERMATOLOGY 


Treatment of Recurrent Styes. 
P. W. M. CopeMan: Lancet, 2: 728, 1958. 


A stye is a furuncle of the eyelash follicle, caused by 
Staphylococcus aureus. Of 18 patients with sporadic 
styes (i.e., less than one a year), eight (44%) had 
Staph. aureus in their anterior nares. Of 36 patients 
with recurrent styes (i.e., more than one a month), 
34 (94%) had Staph. aureus in their anterior nares. 
By treating the nares alone with a neomycin-bacitracin 
ointment, the recurrent styes stopped in many cases. 
‘In some it was not effective because the eyelid margins 
appeared to be carriers of the staphylococci. Use of 
inert control ointment to the nares had no effect on 
recurrent styes. The author recommends that all cases 
of styes should be treated by application of a neomycin- 
bacitracin ointment to the anterior nares as well as 
the eyes. ROBERT JACKSON 
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Oral Treatment of Ringworm with Griseofulvin. 


D. I. WittiaMs, R. H. MARTEN AND I, SarKaAny: Lancet, 
2: 1212, 1958. 


Griseofulvin, an antibiotic with antifungal properties, 
is a metabolic product of Penicillium griseofuloum ~ 
dierckx. It was originally used in agriculture for the 
control of plant fungal pathogens. Recently it has been 
successfully used orally in the treatment of M. canis, 
T. mentagrophytes and T. verrucosum infection in 
cattle and guinea pigs. Some antimitotic action on 
the bone marrow and seminal epithelium has been 
noted in animals when the preparation is given in. 
very high doses. The authors report marked improve- 
ment in nine cases of T. rubrum infection and one 
case of M. audouinii infection. This substance 
represents a fundamentally new therapeutic approach, 
but the optimum dosage and duration of treatment 
must yet be discovered. ROBERT JACKSON 


PATHOLOGY 


Myocardial Metabolism. 
R. J. Binc et al.: Ann. Int. Med., 49: 1201, 1958. 


The studies here reported concern the metabolism of 
arrested, fibrillating, or naturally perfused canine and 
human heart. The arrested heart uses approximately 
25% of the oxygen used by the naturally perfused 
heart. There appears to be no difference between the 
fibrillating heart, the arrested heart, and the beating 
non-perfused heart with respect to the degree of 
oxygen utilization. The efficiency of the heart is thus 
much greater than was previously estimated. The 
oxidative enzymes of the heart possess a considerable 
degree of resistance to the effects of anoxia. Finally, 
aerobic glycolysis occurs in the cardiac muscles in 
the presence of oxygen, provided that this is preceded 
by a period of myocardial anoxia. 

Studies in myocardial metabolism are also discussed 
in various diseases including diabetes, congestive heart 
failure, myocardial infarction, and hemorrhagic shock. 

S. J. SHANE 


INDUSTRIAL MEDICINE 


Executive Health Examinations. 
R. Ciyne: A.M.A, Arch. Indust. Health, 17: 602, 1958. 


The problem of maintaining the health of executives 
varies with the company. In June 1956, a questionnaire 
was submitted to medical directors of 42 large corpora- 
tions in an attempt to gain information on this subject. 
The data derived from 40 replies are tabulated in 
detail. Analysis of this material has led to a number 
of conclusions regarding health examination of execu- 
tives. 


A personal approach is preferable for introduction 
of the program. This may be by personal letter, 
memorandum or individual oral communication. 
Although in 39 companies the program is “voluntary” 
it is undoubtedly influenced by the personal approach. 

The company physician has the greatest knowledge 
of the strain experienced by the executive and is in 
the best position to give advice. For this reason the 
examination should, whenever possible, be performed 
in the company medical department. Yearly frequency 
is recommended, with rechecks as required. A pains- 
taking history and a complete physical examination are 
considered essential. Additional diagnostic studies, in- 
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cluding specialized x-ray examinations, should be per- 
formed only when definitely indicated, not as a routine 
procedure or because they are “fashionable”. Referrals 
to specialists should be arranged when necessary. 


Results of examinations as well as recommendations 
are to be discussed in detail with the executive and a 
report sent to his private physician. Responsibility for 
carrying out these recommendations rests equally with 
the executive, his private physician, the examining 
physician and the company medical director. It is 
suggested that a confidential “executive file” be main- 
tained, accessible only to the medical director or the 
chief examining physician. With the executive’s per- 
mission, management should be advised of any serious 
i or life-shortening physical defects. This would permit 
adjustments in his workload and responsibility. 

MarGarET H. WILTON 


A Study of Accidents in Relation to Occupation and Age. 
S. Griew: Ergonomics, 2: 17, 1958. 


That accident rates in some jobs appear to increase 
with age to a greater extent than in others is indicated 
by this article. The author affirms also that jobs in 
which high accident rates occur in older workers seem, 
on the whole, to be those in which there is a pre- 
ponderance of younger workers. 


The study reported was carried out during a four- 
year period in a large factory manufacturing piston 
and “turbo-prop” aero-engines. Age distributions of 
observed accidents occurring to manual workers in 
each of nine jobs are compared in detail with distri- 
butions expected on the assumption that job differences 
do not result in differences in fluctuations in accident 
rates with age. Analysis of calculations yields the 
following results: (1) Fluctuations with age in acci- 
dent rates vary from job to job. (2) Three significant 
differences between observed and expected distribu- 
tions were obtained. These relate to the jobs of 
electrician, miller and grinder. In each case more acci- 
dents appear to have been sustained by older workers 
than would have been expected. In all of these 
occupations mainly . younger workers are normally 
employed. 


Further observation that the major discrepancies 
between observed and expected accident frequencies 
occur in the 45-52 year age group rather than in the 
53-plus group suggests that selection occurs before 
the age of 52 is reached. Those workers in the 53-plus 
age group may either be doing somewhat less de- 
manding work, although still within the same job 
category, or they may be atypical of their age group 
because many of their contemporaries have moved to 
other jobs. 


While the evidence presented cannot be regarded 
as conclusive, these results provide a basis for inter- 
pretation of previous studies. The fact that older 
workers are seen to be particularly liable to accidents 
in jobs normally using mainly younger workers suggests 
strongly that they are not able to meet the demands 
of these jobs successfully, and may explain the fact 
that these jobs are ones in which older workers are 
only rarely found. Rather than limiting further the 
employment of older workers on jobs in whjch the 
accident rate is high, an attempt should be made, 
by modifying the work, to minimize the demands 
which they are unable to meet. 

MarcGaretT H. WILTON 
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BOOK REVIEWS 


AMPHETAMINE PSYCHOSIS. P. H. Connell, Royal 
Victoria Infirmary, Newcastle, England. 133 pp. Illust. 
Chapman & Hall Ltd., London. 1958. 21s, 


It is not easy to review fairly a book which is good 
but might be better. How should one criticize it? In 
terms of what it is, or what it might have been? 
Dr. P. H. Connell’s monograph on amphetamine 
psychosis is useful, timely and valuable. It whets an 
appetite which it does not satisfy. It may be that the 
fault is not his but that of the editor of the series, who 
has not recognized that a good doctoral thesis is not 
necessarily a satisfactory monograph. This book is 
valuable because it draws attention to the relatively 
frequent occurrence of transient schizophrenia-like 
episodes and what seem to be much longer lasting 
exacerbations of existing schizophrenic illnesses among 
those who have taken single large doses of ampheta- 
mine sulphate or have used the same substance in 
smaller doses for prolonged periods of time. It also 
suggests that sometimes schizophrenic illnesses may 
be precipitated where they had not certainly existed 
before. 

The book starts with a useful review of the English 
and French literature on amphetamine psychoses. Dr. 
Connell points out pertinently that during the last 
20 years only six cases of psychoses attributable to 
amphetamine have been reported in Great Britain. 
He then presents 42 cases, observed personally by 
himself and his colleagues over a period of three years 
at the Maudsley Hospital. He strongly suggests that 
this condition occurs far more frequently than had 
previously been supposed. His analysis of these cases 
shows that it is far from easy to diagnose these con- 
ditions other than retrospectively. Dr. Connell writes: 

“The remarkably close resemblance between the 
mental symptoms of these patients and in those with 
florid schizophrenia suggests that errors of diagnosis 
might often occur with patients taking amphetamine- 
like drugs, particularly since drug addicts frequently 
deny addiction or falsify the amounts taken even after 
voluntarily seeking advice. Such errors might have 
unfortunate consequences as far as treatment is con- 
cerned and the patient’s relatives would probably be 
advised of an unduly sombre prognosis.” 

Those who prescribe amphetamine regularly may be 
surprised to discover that a single dose of 36 mg. 
of amphetamine has been known to precipitate a 
psychotic condition. Dr. Connell rightly emphasizes 
that this condition occurs much more frequently than 
bromide intoxication, which so far has received much 
wider recognition. He does not draw much attention 
to the great Japanese epidemic of amphetamine ad- 
diction and psychosis—and this omission reduces the 
value of his monograph. His work has however already 
led to the withdrawal of amphetamine inhalers in 
Britain and this in itself is a valuable achievement. 
He has developed what he claims is a delicate and 
efficient modification of the Brodie and Udenfriend 
methyl orange test for amphetamine, and he considers 
that this allows one to differentiate between schizo- 
phrenia and amphetamine psychosis. Your reviewer 
is not competent to discuss this, but he certainly hopes 
this will prove to be so. 

It is these very real merits which silhouette some 
of the graver deficiencies of this book. Dr. Connell is 
incurious about the usual effects of amphetamine and 
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does not discuss its action in normal people, though 
the pharmacology of amphetamine must have a bearing 
on his whole subject. He dues not relate its chemical 


structure to those of other known psychotomimetics 


such as mescalin and lysergic acid diethylamide, or 
discuss in detail the supposed effects of amphetamine 
upon adrenaline metabolism, for it is surely pertinent 
that amphetamine and similar substances apparently 
block amine oxidase and so, one can reasonably sup- 
pose, prevent adrenaline being detoxicated by this 
path. This incompleteness and lack of even the most 
timid speculation on this subject is disappointing. 

Nevertheless, this book is essential psychiatric read- 
ing and should be in the library of every larger general 
hospital. One hopes that it will make others alert 
to these matters and encourage all of us to recognize 
the real dangers of some of the powerful pharma- 
cological substances which we prescribe regularly and 
often without much serious thought. 


PHYSIOLOGICAL BASES OF PSYCHIATRY, Edited by 
W. Horsley Gantt, The Johns Hopkins University, 
Baltimore, Md, 344 pp. Illust. Charles C Thomas, Spring- 
field, Ill.; The Ryerson Press, Toronto, 1958. $11.50. 


As its title suggests, this volume contains a seiection of 
papers on the biological bases upon which psychiatry 
rests. It would be misleading to assume however that 
it presents a compendium of physiological psychiatry. 
The book actually is an historical record of the meeting 
commemorating the 25th anniversary of the establish- 
ment of the Pavlovian Laboratory at the Phipps psy- 
chiatric clinic at Johns Hopkins University. under 
Horsley Gantt. Part I contains a majority of the 
scientific papers presented at that meeting; Part II is 
concerned with five articles dealing with work accom- 
plished at Howard Liddell’s Behavior Farm Laboratory 
at Cornell University; Part III provides a complete 
bibliography of the 287 articles and books published 
by Gantt and his 50 collaborators from the Pavlovian 
Laboratory. 

Objectivity is stressed throughout, but, in linking 
this term with that of psychiatry as E. Gellhorn does 
in the book, the emphasis has to be exemplified by 
the rooting of psychiatry within the framework of 
internal medicine and its basic medical sciences rather 
than by the contributions of the neo-behaviourists. As 
John C. Whitehorn notes in his introduction to the 
boak, the orientation of Gantt’s laboratory has been 
the scientific exploration of abnormal behaviour states 
through the study of conditioned reflexes. The fruits 
of these studies have revealed new insights into learn- 
ing theory and the role of experience, yet, when 
he wishes to relate learning to psychotherapy, White- 
horn is forced to use whimsical analogies wherein 
“bruised egos” are wrapped in hampering “bandages” 
and vigorously object to their painful removal. 

For Horsley Gantt, five and a half years spent with 
I. P. Pavlov in Leningrad between 1923 and 1929 
provided that series of stimuli which were to yield 
the contents of the present book, nearly 30 years 
later. Pavlov showed him that mental events could 
be subjected to quantifiable physiological investigation, 
that conditional reflexes depended upon symbolism, 
that language was a “higher order” conditional reflex 
and that neurosis could be produced experimentally 
through “collision” of excitation and inhibition. Back 
at Phipps with his own Pavlovian Laboratory, Gantt 
plunged enthusiastically into the application and 
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extension of these ideas. His investigations have probed 
into “organ learning”, into those conditional reflexes 
bearing upon emotion, general versus specific type 
responses and visceral supporting responses, into ex- 
perimental “neurotic and psychotic” behaviour, into 
psychosexuality, etc. 

This is a book mainly about dogs. For them the 
experiments are precise, neat and productive. Where 
man is considered, the chapters are either literary 
phantasy (e.g., that by J. Dos Passos), discursively 
neurologizing (e.g., E. J. Kempf’s) or negative (e.g., 
C. C. Brown, M. Rudo and W. H. Gantt’s failure to 
validate the Funkenstein test in schizophrenic patients). 
The volume is recommended as an excellent series of 
essays in contemporary comparative psychiatry. 


EMERGENCY SURGERY. Hamilton Bailey, International 
College of Surgeons, 1197 pp. Illust. 7th ed. John Wright 
and Sons Ltd., Bristol; The Macmillan Company of 
Canada Limited, Toronto, 1958, $32.00. 


The seventh edition of this well-known book deserves 
high commendation. The entire field of emergency 
surgery is covered. The leading chapters deal with 
general considerations such as armamentarium, blood 
and fluid and electrolyte replacement, wounds, and 
infections. This is followed by several chapters on 
abdominal emergencies and genito-urinary emergencies, 
emergencies involving the thorax, the spine, head and 
neck, the extremities, ear, nose and throat, and tropical 
emergencies. The subject matter is up to date, and 
profusely illustrated with the quality that one has come 
to expect in Hamilton Bailey’s texts. There is a large 
appendix with addenda pertinent to several of the 
regions discussed.., 

There is little fault to find with this book. This 
reviewer finds little merit in the large number of 
illustrative case histories in the authors’ (sic) own 
experiences, though this device will be approved by 
those who like this sort of emphasis in the presentation 
of facts. This is not a very serious shortcoming, because, 
all in all, this text is a handsome and useful produc- 
tion. It would be an especially appropriate gift for a 
young surgeon setting out to do general surgery (in 
the true sense of the term) but almost of comparable 
value to the experienced surgeon who requires a handy 
reference. 


RADIOISOTOPE TECHNIQUES IN CLINICAL RE- 
SEARCH AND DIAGNOSIS, N. Veall and H. Vetter. 
417 pp. Illust. Butterworth & Co., London and Toronto, 
1958. $10.00, 


Worthy objectives for the authors of any technical 
book are that their presentation should be detailed 
enough to be useful, sufficiently condensed to be 
readable without fatigue and written in terms which 
are within the grasp of their intended readers. Bio- 
physicist Veall and clinician Vetter have gone far 
towards attaining these objectives in Radioisotope 
Techniques in Clinical Research and Diagnosis. 
The need had grown urgent for such a textbook des- 
cribing for the medical profession quantitative ap- 
plications of isotopic tracer techniques in living systems 
such as the human body where there is limited access. 

The subject matter dealt with can be classified 
into three sections covering: (i) the basic physical 
and chemical principles and the graphical and statis- 
tical techniques involved (40% of text); (ii) the 
principles underlying determinations of the accumula- 
tion and the rates of transfer of different. substances 
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within the body (20% of text); (iii) the clinical ap- 
plication of the foregoing techniques with direct access 
to the subject limited to the blood, to intake and 
to excreta. 

All but the final chapter of section (iii) is directed 
towards improvement and innovation in diagnostic 
technique rather than therapy. In addition to general 
determinations of rates of transfer and accumulation 
of the constituents of blood in the whole organism 
and in specific tissues, means for such studies on 
fetuses and tumours are presented. 

Few words are wasted. Frequently the authors 
indicate in a single sentence their awareness of in- 
teresting but as yet undeveloped lines of study. Each 
chapter ends with a brief recapitulation for the hasty, 
reader, while a list of references and reviews are 
given for those desiring detail. Typical numerical 
examples are presented and analyzed. Aside from these, 
the use of mathematical formulations is remarkably in- 
frequent considering the subject matter covered. 

A few undesirable features, such as some inaccurately 
cited references, have been noted but the shortcomings 
are not basic ones. It is felt that this timely textbook 
will broaden and accelerate the application of radio- 
isotopic techniques in clinical research and diagnosis. 


SURGERY OF THE SYMPATHETIC NERVOUS SYSTEM. 
Sir James Paterson Ross, St, Bartholomew’s Hospital, 
London (England). 170 pp. Illust. 3rd ed. Bailliére, 
Tindall and Cox, London; The Macmillan Company of 
Canada Limited, Toronto, 1958. $6.00. 


The wave of enthusiasm for sympathetic surgery has 
passed and the rationale behind the various procedures 
and the results achieved can now be more calmly 
contemplated. Sir James Paterson Ross has always 
combined thoroughness with a certain objectivity and 
detachment in his writings on this and other subjects 
in which he is an acknowledged authority. The third 
edition of his book (the first appeared in 1933) has 
been largely rewritten to express his final conclusions 
on a topic that has occupied a prominent place in his 
thoughts and surgical practice during the last thirty 
years. This is therefore one man’s creed rather than a 
comprehensive work on surgery of the sympathetic 
nervous system, and as such it has a singular value. 


HEAD INJURIES. Mechanisms, Diagnosis and Manage- 
ment. E. S. Gurdjian and J. E. Webster, Wayne State 
University College of Medicine, Detroit, Mich. 482 pp. 
Illust. J. B. Lippincott Company, Philadelphia and 
Montreal, 1958. $14.00. 


This nicely published volume begins with a résumé of 
the history of head injuries and their treatment. This 
portion of the book is a fascinating summary of cranial 
cerebral trauma beginning in the prehistoric period 
and extending to modern times. The chapter on 
anatomy is insufficient in some details but on the whole 
provides an adequate account of the structures germane 
to the subject. The third chapter, on the mechanisms 
of injury to the skull and to the brain, is the most 
original and worthwhile section of the book. It com- 
prises a concise review of present theories and know]l- 
edge and an exposition of the authors’ important 
clinical and experimental research in this field. 

Although the illustrations of roentgenografns are 
disappointing, the description of diagnostic techniques 
is complete: In the reviewer’s opinion, the significance 
of electroencephalographic changes is somewhat over- 
emphasized. 
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In the subsequent seven chapters descriptions are 
given of the various clinical and pathological manifesta- 
tions of different types of head trauma. Although much 
of it is repetitive, the plan of the book makes it easy 
for one to look up any particular topic of interest. There 
are very few original observations or conclusions drawn 
and these portions of the work do not differ significantly 
from the writings of other good authors. The chapter 
on the medico-legal aspect of head injury warns of 
pitfalls to avoid in the presentation of evidence. 

The section on the general care and management of 
non-surgical conditions emphasizes the use of trache- 
otomy and the general nursing care of the unconscious 
patient. In the chapter on surgical management and 
techniques, detailed descriptions of the various pro- 
cedures are given. In such matters most surgeons have 
their own preference but all would subscribe to the 
principles expounded. 

The authors tend to write a great deal in the sub- 
junctive tense. Presumably in an effort to achieve 
coverage of their subject, they merely mention a num- 
ber of topics which might be better omitted or discussed 
in a more informative manner. Many sections are 
written in a halting, awkward literary style. Others 
flow smoothly and are easily read. 


THE COMPARATIVE ANATOMY AND PHYSIOLOGY 
OF THE NOSE AND PARANASAL SINUSES. Sir Victor 
Negus, King’s College Hospital, London. 402 pp. Illust. 
E. & S. Livingstone Ltd., Edinburgh and London; The 
— Company of Canada Limited, Toronto, 1958. 

12.00. 


Specialists in rhinology, anatomists, physiologists and 
biologists will read this new book with pleasure and 
enthusiasm. Those in various other fields of medicine 
and science will find it an easy and enjoyable book. 
The reason for this is twofold: first, the book is com- 
prehensive and authoritative, and second, it is written 
by the author with unusual clarity, wit, and a patent 
love of the subject. 

Sir Victor Negus has studied the ear, nose and throat 
in health and disease for many years, a fact that is 
attested to by his long series of publications over 
several decades. In addition to his clinical interest, he 
has been extremely active in the study of the normal 
respiratory tract. For the last eight years he has been 
investigating the comparative anatomy and physiology 
of the nose. During this work he has rebuilt a special 
museum collection of the Royal College of Surgeons in 
London and he has also used the facilities of the Ferens 
Institute of the Middlesex Hospital Medical School. 

Undoubtedly anyone looking at this book will 
recognize it as a masterpiece. It is hard for the re- 
viewer to imagine that a better book will ever be 
written on this subject. Profusely illustrated, it contains 
almost two hundred illustrations, mostly original and 
almost all extremely useful. 


TREATMENT OF BREAST TUMORS. R. S. Pollack, Stan- 
ford University School of Medicine, Stanford, California. 
147 pp. Illust, Lea & Febiger, Philadelphia; The Mac- 
millan Company of Canada Limited, Toronto, 1958. $6.00. 


This is a remarkably well written and illustrated book 
with chapters by contributors on pathology, radio- 
therapy, hormone therapy, hypophysectomy and ex- 
tended radical mastectomy. The aims of brevity and 
conciseness have been admirably accomplished, giving 
a clear and rapid review of the breast tumour problem 
and its management. 
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PHARMAKOLOGIE ALS THEORETISCHE GRUND- 
LAGE EINER RATIONELLEN PHARMAKOTHER- 
APIE (Pharmacology as the Theoretical Basis for 
Rational Drug Therapy). Kuud O. Moller, University of 
Copenhagen. German translation by Dr, O, Walker, Basle, 
Switzerland. 902 pp. Illust. 3rd revised,and expanded 
ed. Benno Schwabe & Co., Verlag, Basle and Stuttgart; 
Intercontinental Medical Book Corporation, New York, 
1958. $16.25. 


Copenhagen has long been an active centre of pharma- 
cological research, and the present work reflects Danish 
interest in this specialty. Moller first produced his text- 
book in Danish in 1941, and the first translation into 
German soon followed the end of the War. The 
present German edition appears almost simultaneously 
with the latest Danish edition, and gives an excellent 
account of pharmacology up to 1958. Emphasis 
throughout is on practical applications, discussion of 
drugs or of experimental work of no value to the 
physician being omitted. 

There is a very. extensive bibliography with much 
stress on Anglo-Saxon literature. Synonyms for drugs 
in various pharmacopeeias and trade names are listed, 
so as to give the work as much international value 
as possible. The German-speaking physician will find 
this well-written and intelligently arranged book a 
useful reference tool and a commonsense guide to the 
employment of drugs. 


TUMORS OF THE LUNGS AND MEDIASTINUM. B. M. 
Fried, Montefiore Hospital, New York, N.Y. 467 pp. 
Illust. Lea & Febiger, Philadelphia; The Macmillan 
Company of Canada Limited, Toronto, 1958, $13.50. 


This volume on tumours of the lungs and mediastinum 
is devoted primarily to bronchogenic carcinoma. The en- 
tire aspect of the disease is covered, with an extensive 
bibliography at the end of each chapter. Considerable 
emphasis is placed on the problem of metastases from 
a primary bronchogenic carcinoma, and also secondary 
. metastases occurring in the lung. 

Uncommon malignant tumours and benign tumours 
of the lungs and pleura are discussed in separate 
chapters, and a section on tumours and cysts of the 
mediastinum is included. This book is both compre- 
hensive and authoritative. It is written with care and 
thoroughness, and cannot fail to be of interest to the 
physician and surgeon. 


SCHUTZIMPFUNGEN (Immunization). Edited by Heinz 
Spiess, Gottingen. 356 pp. Illust. Georg Thieme Verlag, 
Stuttgart, W. Germany; Intercontinental Medical Book 
Corporation, New York, 1958. $13.35. 


This description of the possibilities now available for 
prophylactic immunization against a variety of infec- 
tions has been directed particularly at the general 
practitioner. It contains a number of chapters on 
immunization against various infections, followed by 
one on combined immunization and on the avoidance 
of competition of immunization. The’ book finishes with 
a description of the relation between the public health 
authorities and the law in West Germany as regards 
immunization. Each chapter contains a brief historical 
account of the development of immunization, the ma- 
terials used, the mode and results of immunization, 
indications and contraindications and a helpful sum- 
_ mary of the contents of the chapter, together with a 
bibliography. 
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AMID MASTERS OF TWENTIETH CENTURY MEDI- 
CINE, A Panorama of Persons and Pictures. Leonard G. 
Rowntree. 684 pp. Illust, Charles C Thomas, Spring- 
field, Ill.: The Ryerson Press, Toronto, 1958, $12.75. 


This is a very pleasant book to turn over. It is a 
gallery full of life, for Dr. Rowntree has a way of 
recalling people vividly. It is also a very compre- 
hensive gallery; the subtitle of “Panorama of Persons 
and Pictures” well describes it. Dr. Rowntree does not 
claim to have written a history, but his book assuredly 
has material that historians will welcome, not only 
because it covers such a wide field but because of its 
personal aspect. Perhaps one of the most interesting 
chapters is that on his days of general practice, and 
of his determination finally to break away from its 
fascination and take up postgraduate work with re- 
search in view. 

Incidentally, there is one really delightful misprint, 
according to which Osler becomes the son of an 
“Angelican” clergyman. 


SCHIZOPHRENIA: Somatic Aspects, Derek Richter, 
Neuropsychiatric Research Centre, Whitchurch Hospital, 
Cardiff, S. Wales. 181 pp. Illust. Brett-Macmillan Ltd., 
Toronto, 1957. $7.00. 


This volume presents nine contributions by British 
psychiatrists on the somatic aspects of schizophrenia, 
the result of a “discussion party” held under the 
auspices of the Mental Health Research Fund at the 
Ciba Foundation in London. It is not intended to 
be comprehensive, but rather to present the findings 
up to the date of publication. The work tends to 
emphasize European contributions, and a critical 
approach is taken: throughout. Each chapter of the 
volume is prefaced by a useful table of contents and 
is followed by a lengthy bibliography. 

The physical characteristics of the schizophrenic 
patient are described by Lynford Rees, who notes that 
the theories of Kretschmer of an affinity between 
schizophrenia and leptosomatic, athletic and certain 
dysplastic physiques are, in part, confirmed but that 
paranoid schizophrenics appear to be more eury- 
morphic (pyknic). Martin Roth deals with the inter- 
action of genetic and environmental factors in the 
cause of schizophrenia, using Kullman’s data on the 
incidence in unrelated and related population. 


The subject of the electroencephalogram in schizo- 
phrenia is handled by Dennis Hill, who feels that 
the contributions from this modality are modest. How- 
ever, it is noted that the ECG is abnormal in a 
proportion of patients suffering from schizophrenia, 
particularly in the catatonic types of the disorder, but 
there is no specific or constant type of abnormality. 


Derek Richter covers the biochemical aspects of 
schizophrenia. No important contributions are brought 
forward, this part of the work being plagued by 
malnutrition, either because of the anorexia of acute 
schizophrenia or malnutrition in the institution in 
which chronic schizophrenics dwell. 


Endocrine changes are considered by the late Dalton 
E. Sands. Evidence is presented that there may be 
some association between paranoid schizophrenia and 
tension in schizophrenia with higher 17-ketosteroid 
excretion, although it is not yet clear whether this is 
not equally true of paranoid thought and tension 
states present in other psychiatric disorders. The field 
is limited by the cumbersome methods of ketosteroid 
estimation. Abnormal findings are characteristic of the 
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acute stage of the illness but not of the chronic. While 
the range of schizophrenic patients is wide, there is 
no evidence that this aids the psychiatrist in making the 
clinical diagnosis of the disease or in allotting the 
patient to one or the other of the clinical varieties 
of schizophrenia. 


Pathological anatomy of the schizophrenias is 
covered by G. B. David, in the longest section of 
the volume. 

S. K. Sherwood considers relationship between con- 
sciousness, adaptive behaviour and_ schizophrenia. 
Changes of awareness can be produced by brain stem 
lesions in animals. He has carried out intraventricular 
injections in both animal and human subjects which 
produce and outdo these changes. Interesting and 
paradoxical results are presented, but the effect on 
the reader is one of stimulation rather than clarification. 


J. H. Rey covers metabolism in recurrent schizo- 
phrenia, presenting material from the longitudinal 
study of the electroencephalographic and biochemical 
co-variations; the effect of thyroid in obliterating the 
recurrent attacks of periodic catatonia is noted again. 


D. Stafford Clark describes drug action in relation 
to schizophrenia in a section which is now out of 
date because of the rapid progress in this field. 


This volume is a clear and generally well-written 
presentation of the somatic aspects of schizophrenia. 
Since work in this field is generally slow, parts of it 
may be useful for those wishing to orientate themselves 
in the field for some while to come. However, there 
is little or nothing in it which has not been presented 
elsewhere, on one or several occasions, nor is there 
much material in it which passes unchallenged by 
some fellow-worker in the field or by the section 
author. 


MEDICAL DEPARTMENT UNITED STATES ARMY 
IN WORLD WAR II. COLD INJURY, GROUND TYPE. 
Col. T. F, Whayne, University of Pennsylvania, Phila- 
delphia, and M. E. De Bakey, Baylor University College 
of Medicine, Houston, Texas. Prepared under the direction 
of Major General S$. B, Hays, Surgeon General, United 
States Army. 570 pp. IIlust. Office of the Surgeon 
General, Department of the Army, Washington, D.C. 
1958. $6.25. 


It is regretted that the following comments were not in- 
ue - the review published on page 598 of the issue 
oO : 


The concluding chapters deal with the prevention 
and control of cold injury and military cost. The 
condition of 90,535 soldiers of the United States 
Army in World War II necessitated that they be 
excused duty for treatment. It is clearly pointed out 
how many of the casualties in all theatres could have 
been prevented if the soldiers and their leaders had 
been properly educated in matters of prevention and 
early treatment, as well as provided with adequate 
clothing. 

This is surely one of the most authoritative and 
comprehensive volumes on this important subject yet 
to appear. Other than the clinical side, there is a 
wealth of pertinent material for military administrators 
whose duty it may be to see that this sort of .casualty 
is kept at a minimum. It should remain a useful 
reference for many years to come. Even the appendices, 
although some are only of historical value, all form good 
background material for study. 
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MEDICAL FILMS 


ContTinuinc the listing of available films on medical 
and related subjects, we list below additional films. 
The films are held in the National Medical and Biologi- 
cal Film Library and are distributed by the Canadian 
Film Institute, 142 Sparks Street, Ottawa, Ontario. 
The evaluations have been prepared by Canadian 
specialists in the subjects of the films, under the Medical 
Committee of the Scientific Division of the Canadian 
Film Institute, which is headed by Dr. G. H. Ettinger. 


PSYCHOLOGY AND PSYCHIATRY 


An Experimentally Produced “Social Problem” in Rats— 
1939; Silent; B & W; 11 minutes. 


Produced by Dr. O. H. Mowrer, Department of Psychology, 
Institute of Human Relations, Yale University. 

Description.—This film is a record of a laboratory experi- 
ment in which three rats are trained individually to “work” 
by depressing a lever which releases a pellet of food into 
a nearby trough. Eventually one rat does the work for all 
three and two become parasites; “a class society has 
emerged”. 

Appraisal (1946).—This is an excellent film, up-to-date 
and strongly recommended for students in psychology and 
medicine, for specialists in psychology and psychiatry, and 
for scientific audiences generally. Suitable for other inter- 
ested groups. 

Availability. — National Medical and _ Biological Film 
Library ($1.50). Purchase from the Psychological Cinema 
Register, Pennsylvania State University, State College, Pa. 


The Feebleminded—1942; Sound; B & W; 38 minutes. 


Produced by the Visual Education Service, University of 
Minnesota. 

Description.—This is a portrayal of the more unusual and 
extreme forms of mental deficiency. 

Appraisal (1945).—The film shows only the more unusual 
and extreme forms of mental deficiency and we regret that 
it therefore presents an excessively pessimistic picture of 
the whole field of work with mental defectives. As a por- 
trayal of the extreme forms, the film is designated as a 
teaching aid for those who might not have an opportunity 
to see and study such cases. It can only be satisfactorily 
used when properly introduced and interpreted by a com- 
petent person. A major criticism is that there is no specific 
indication that epilepsy is not inevitably associated with 
feeblemindedness and that the majority of epileptics show 
no evidence of this condition. Suitable for medical students 
in the clinical years and for specialists in psychiatry and 
abnormal psychology. Unsuitable for non-medical audiences. 

Availability. — National Medical and _ Biological Film 
Library ($5.30). For purchase apply to the Visual Educa- 
tion Service, University of Minnesota, Minneapolis, Minn. 


The Feeling of Hostility— 1948; Sound; B & W; 33 


minutes, 


Produced by the National Film Board of Canada, for the 
Department of National Health and Welfare. Technical 
advisers: The Allan Memorial Institute of Psychiatry of 
McGill University and Royal Victoria Hospital, Montreal. 
Mental Mechanisms series, No. 2. 

Description.—The purpose of this film is to demonstrate 
how adult personality maladjustments may be due to faulty 
parental attitudes, and to illustrate especially the develop- 
ment of hostility from the distortion of affection. 

(Note: This film is also available in French. ) 

Appraisal (1949).—An excellent film. Recommended for 
medical students peveneen students, nurses and general 
audiences, provide a psychiatrist is in attendance to intro- 
duce it, to guide discussion and to answer questions. It is 
also excellent as a visual aid in group psychotherapy, and 
will have interest for such medical audiences as psychi- 
atrists and general practitioners. 


(Continued on page 686) 
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Availability. — National Medical and Biological Film 
Library ($3.00). Purchase from Distribution Branch 
National Film Board of Canada, P.O. Box 6100, Montreal 
3, P.Q. 


The Feeling of Rejection—1947; Sound; B & W; 21 
minutes, 


Produced by the National Film Board of Canada, for the 
Department of National Health and Welfare. Technical 
advisers: The Allan Memorial Institute of Psychiatry of 
McGill University and Royal Victoria Hospital, Montreal. 
Mental Mechanisms series, No. 1. 

Description.—This case history of a 23-year-old girl who 
has physical disorders with no physical cause is designed 


to initiate understanding of a particular life development-- 


and its associated mental health problems. (Note: This film 
is also available in French.) 

Appraisal (1947).—A clear, accurate and stimulating pre- 
sentation of the subject, although inevitably the visual 
treatment of such a theme must be an oversimplification. 
Its presentation should be complemented by discussion led 
by a leader of mature authority. It may be misleading to 
such groups as preclinical medical students and general 
scientific audiences, who may not get proper benefit from 
it unless they merge their special interests in a general 
group. Recommended for general practitioners, medical 
students in the clinical years, nurses and general public 
discussion groups. Suitable for specialist groups and for 
psychiatric auxiliary personnel. 

Availability. — National Medical and Biological Film 
Library ($2.00). Purchase from Distribution Branch, 
Natiorial Film Board of Canada, P.O. Box 6100, Montreal 
3, P.Q. 


Feelings of Depression—1950; Sound; B & W; 32 minutes. 


Produced by the National Film Board of Canada, for the 
Department of National Health and Welfare. Technical 
advisers: The Allan Memorial Institute of Psychiatry of 
McGill University and Royal Victoria Hospital, Montreal. 
Mental Mechanisms series, No. 4 

Description.—This film, illustrating how and why feelings 
of depression shadow the business and home life of a man, 
deals with the impact of interpersonal experiences—especi- 
ally those of early childhood in the family group—on per- 
sonality development, in particular the origin and develop- 
ment of depression as a mental illness. (Note: This film also 
available in French.) 

Appraisal (1951).—Essentially the purpose of the film is 
well put forward and the plan of presentation has a degree 
of effectiveness. There are places where a perhaps justi- 
fiable oversimplification and vagueness appear, and a quali- 
fied person should introduce and amplify the presentation. 
May well have value in counteracting pessimistic and 
fatalistic views on mental illness. Film’s greatest use will 
be with discussion groups led by a _ psychiatrist. Recom- 
mended for general public and special interest groups, and 
for general practitioners, medical students, psychologists, 
nurses, psychiatric social workers, etc. Especially useful as 
a visual aid in group psychotherapy. 

Availability. — National Medical and Biological Film 
Library ($3.00). Purchase from Distribution Branch, 
Po Film Board of Canada, P.O. Box 6100, Montreal 


HEALTH EDUCATION FILMS 


Coronet Films have produced a catalogue for 1958-59 
of their educational films. They are stated to be the 
world’s largest producer of educational films, and 
their listing includes a number of films on health 
education suitable for schoolchildren at various grades. 
The films are distributed by Sovereign Film Distri- 
butors Ltd., 277 Victoria Street, Toronto, and are 
rented at nominal prices. 
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FORTHCOMING MEETINGS 


CANADA 

CANADIAN ANA:STHETISTS Society, Annual Meeting, 
Seigniory Club, Montebello, Que. (Dr. R. A. Gordon, 
Secretary-Treasurer, 178 St. George Street, Toronto 5, Ont.) 
May 4-7, 1959. 

CANADIAN PusLic HEALTH ASSOCIATION, Jubilee Meeting, 
Sheraton Mount Royal Hotel, Montreal, Que. (Dr. G. W. O. 
Moss, Honorary Secretary, 150 College Street, Toronto 5, 
Ont.) June 1-3, 1959. 

CANADIAN ASSOCIATION OF PHysICAL. MEDICINE AND RE- 
HABILITATION, Seventh Annual Meeting, Lord Nelson Hotel, 
Halifax, N.S. (Dr. M. Mongeau, Secretary, 6265 Hudson 
Road, Montreal 26, Que.) June 4-6, 1959. 

CANADIAN DERMATOLOGICAL ASSOCIATION, Annual Meeting, 
Queen Elizabeth Hotel, Montreal, Que. (Dr. Pierre Turgeon, 
Regional Secretary, 837 Cherrier St., Montreal, Que.) June 
4-6, 1959. 

NutriTIon Society oF CanapA, Annual Meeting, School of 
Hygiene, University of Toronto. (Dr. G. H. Beaton, Depart- 
ment of Nutrition, School of Hygiene, University of Toronto, 
Toronto 5, Ont.) June 12, 1959. 


UNITED STATES 


INTERNATIONAL ACADEMY OF PATHOLOGY (formerly Inter- 
national Association of Medical Museums), 53rd Annual 
Meeting, Boston, Mass. (Dr. F. K. Mostofi, Secretary-Treas- 
urer, Armed Forces Institute of Pathology, Washington 25, 
D.C.) April 20-22, 1959. 

INTERNATIONAL ANESTHESIA RESEARCH SOCIETY, 33rd 
Congress, Miami Beach, Florida. (Dr. A. William Friend, 
Executive Secretary, Wade Park Manor, East 107 and Park 
Lane, Cleveland 6, Ohio.) April 20-23, 1959. 


OTHER COUNTRIES 


INTERNATIONAL CONGRESS OF PLAsTic SuRGERY, London, 
England. (Mr. David Matthews, Secretary General, 152 
Harley Street, London W.1, England.) July 13-17, 1959. 


; “Don’t forget to catch me on Channel 7 next Friday— 
I’m having my gallbladder removed!” 
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Ethoheptazine Citrate with Acetylsalicylic Acid, Wyeth 


Walkerville, Ont. 
... when your patients need something more 
potent than acetylsalicylic acid, but some- 


thing less potent than morphine by injection, 


ZA CTIRIN is indicated. *Reg. Trade Mark 
* potent analgesic * non-narcotic 
° wide range of usefulness * low incidence of side effects 
* orally effective * non-addicting 


Supplied: Distinctive, 2-layer yellow-and-green tablets, bottles of 
100 and 1000. Each tablet contains 75 mg. ethoheptazine citrate 
and 300 mg. (5 grains) acetylsalicylic acid. 


Dosage: 1 or 2 tablets, 3 or 4 times daily, depending on the severity 
of pain. 
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Employment Opportunity 


"ADMINISTRATIVE 
MEDICINE 


The Canadian Medical As- 
sociation, B.C. Division requires 
the full time services of an 
assistant to the Executive 
Secretary. 


i Must be a graduate in 
| medicine, preferably between 
the ages of 30-45 years. 


Please apply in writing to 
the C.M.A.—B.C. Division, 
1807 West 10th Ave., Van- 
couver 9, B.C., giving neces- 
sary personal information, 
qualifications, when available 
to commence duties and what 
salary arrangements will be 
expected. 


All replies will be held 
confidential. 


ene 


MEDICAL NEWS in brief 
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TRENDS IN 
CANCER CONTROL 
The February issue of the 


monthly statistical bulletin, Pro- 
gress in Health Services, issued by 
the Health Information Foundation 
of New York, contains a discussion 
of trends in cancer control. It 
shows that over 250,000 citizens of 
the United States died of cancer 
last year and that the present death 
rate is about 60% higher than the 
1900 rate; in the last 50 years 
cancer has risen from seventh to 
second leading cause of death. 


Among the types of cancer in-. 


creasing steadily in incidence are 
‘eukeemia and cancer of the respira- 
tory system. On the other hand, 
cancer of the digestive system has 
declined in incidence~ during: the 
‘ast 50 years. The sex ratio has also 
shifted; the male mortality rate 
‘rom cancer now exceeds the 
‘emale mortality rate by 22%, 
mainly because of the rapid rise of 
respiratory cancer among men. 
Prognosis for the patient with 
cancer has however steadily im- 
proved, and it is suggested that 


further improvement would arise 
if the population had more regular 
checkups, which permit diagnosis 
in early stages. 


POSTGRADUATE 
COURSES IN 
OPHTHALMOLOGY 


The New York University Post- 
Graduate Medical School has an- 
nounced the following courses in 
ophthalmology: 

H pevmathaledss A part - time 
course, 1 to 4 p.m., May 4-8, 1959. 
Lectures, demonstrations, and 
microscopic study of exemplary 
material covering intraocular in- 
flammation, pyogenic, granulomat- 
ous and non-granulomatous; glau- 
coma and hypotension; trauma; 
intraocular tumours, fibroblastic 
states; vascular-metabolic states. 

Ophthalmoscopy: <A _ part-time 
course, 9 a.m. to 12 noon, May 
4-8, 1959. A study of the normal 
fundus, congenital anomalies, dis- 
eases of the vitreous, retina, 
choroid, optic nerve head, and 
traumatic fundus changes. 

Further information from: The 
Associate Dean, New York Uni-: 
versity Post-Graduate Medical 
School, 550 First Avenue, New 
York 16, N.Y. 


SECOND HOWARD FOX 
MEMORIAL LECTURE 


The department of dermatology 
and syphilology of New York Uni- 
versity Post-Graduate Medical 
School has announced that the 
second Howard Fox Memorial 
Lecture will be given by Dr. Louis 
A. Brunsting, Sr., in the auditorium 
of Alumni Hall,.550 First Avenue, 
New York, on Tuesday, April 21, 
at 8 p.m. Dr. Brunsting, who is 
head of the section of dermatology 
of the Mayo Clinic and professor 
of dermatology of the Mayo 
Foundation, will speak on _por- 
phyria cutanea tarda. 


AMERICAN COLLEGE OF 
~ SURGEONS MEETING, 
APRIL 20-24 


The 40th annual session of the 
American College of Surgeons, 
Chicago, April 20-24, will include 
more than 100 papers, 23 panels, 
clinics at 13 hospitals, six clinical- 
basic science case conferences, 12 
colour television clinics, 31 clinical 
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investigation reports, 18 scientific 
exhibits, and a technical exhibit. In 
the mornings, clinics will be held 
in local hospitals and will be fol- 
lowed by panels in the Conrad 
Hilton Hotel and in the Blackstone 
and Eighth Street Theatres. At the 
same time, clinical-basic science 
case reports will be held in the 
hotel. The general clinical sessions 
will be held in the afternoons from 
2 to 5 oclock, at both the Conrad 
Hilton Hotel and the Blackstone 
Theatre. Colour television pro- 
grams will be presented in the 
mornings. 

A new feature will be a public 
meeting to which business, civic, 
and nonmedical professional lead- 
ers will be invited. A panel will 
discuss “The care and preservation 
of the American executive’. The 
panelists will be Drs. Philip S. 
Hench, Henry L. Bockus, William 
C. Menninger, Chester M. Jones, 
Sara M. Jordan, Howard P. Lewis, 
Irvine H. Page, and Walter L. 
Palmer. Dr. Dwight L. Wilbur of | 
San Francisco, president of the 
College, will be moderator. 


The annual business meeting 


will be held on Thursday after- 
(Continued on page 60) 
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Tetracycline with 
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SUPPLIED IN CAPSULES OF 250 MG. 
WITH 250 MG. CITRIC ACID, 
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Roisin : (® Reg. Trademark in Canada 
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correction 


The only true straight Last shoe made 
in Canada designed for RIGHT and LEFT 
heel fittings—holds the heel firmly in 
position in order to achieve the maximum 
results from prescribed lifts. Consider 
the Bonnie Stuart Ortho-Welt as a basic 
shoe that you can use to prescribe ANY 
CORRECTIVE AID necessary to the correc- 
tion of a particular foot deformity. 


Designed for use with leg braces, 
Denis Browne and other splints. Can 
also be used for correction of pigeon toe— 
easily wedged according to prescription. 


Canada’s finest 


ORTHOPAEDIC 


shoes for children 


lf you would like to examine the 
design and construction of a Bonnie 
Stuart shoe at no obligation, send a 
letter or a post card to 


THE GALT SHOE MFG. 
COMPANY LTD 


Kitchener, Ontario 
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noon, April 23. Officers, regents and 
governors will be elected. Dr. 
Howard P. Lewis of Portland, Ore., 
will be inducted as president to 
succeed Dr. Dwight L. Wilbur. 


NOVOBIOCIN IN 
OPHTHALMOLOGY 


Effectiveness of novobiocin in 
certain external ocular infections 
is described by Suie and his col- 
leagues fromi Columbus, Ohio, 
(J. A. M. A., 169: 580, 1959). They 
tested the sensitivity of 270 strains 
of bacteria isolated from 264 pa- 
tients with external eye infections 
and found that all 136 strains of 
coagulase negative staphylococci 
were sensitive to the antibiotic, as 
were 89 strains of coagulase posi- 
tive staphylococci, 5 strains of 
pneumococcus and 15 strains of 
hemolytic streptococci. They 
treated 30 patients with various 
infections including acute conjunc- 
tivitis, chronic blepharitis and 
marginal keratitis, by instilling an 
ointment containing 1% novobiocin 
every three hours throughout the 
day. Clinical cure resulted in 28 
cases, and in the two unsuccessful 
cases infection was thought to be 
due either to a fungus or a virus. 
The drug was well tolerated though 
rashes and other minor reactions 
are not uncommon. 

The authors warn against the 
use of the ointment in improperly 
diagnosed cases, such as cases of 
glaucoma mistaken for an infection, 
or cases of allergic conjunctivitis. 
To minimize development of re- 
sistant strains, novobiocin should 
be used only for the more serious 
eye infections. 


THE CHEST AND HEART 
ASSOCIATION 


It is not surprising to find that 
the well-established and respected 
National Association for the Pre- 
vention of Tuberculosis in the 
United Kingdom has found reason 
to change its name. Two years pre- 
viously, the Association had already 
found it necessary to enlarge its 
field of activity to include non- 
tuberculous chest illnesses and dis- 
eases of the heart. This change was 
brought about of course by the 
gratifying decline in incidence of 
tuberculosis in Britain. The organi- 
zation, which still lives at Tavistock 
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House North, Tavistock Square, 
London W.C.1, has now become 
the Chest and Heart Association 
with HRH The Duchess of Kent 
as President. This change of name 
extends to its publications. The 
Chest and Heart Bulletin now re- 
places the old N.A.P.T. Bulletin, 
and the transactions of the annual 
conference are now published as 
“Chest and Heart Diseases in the 
Commonwealth, 1958”. 


SYMPOSIUM ON 
PULMONARY DISEASES 


The Eighth Annual Symposium 
for General Practitioners on Tuber- 
culosis and Other Chronic Pul- 
monary Diseases will be held at 
Saranac Lake, New York, July 6-10, 
1959. Sessions will be held in 
various sanatoria and laboratories 
in the Saranac Lake area. Morning 
sessions are from 8.30 to 12.30 
daily, and afternoon sessions from 
2 to 5 on Monday and Thursday, 
and 2 to 4 on Wednesday. There 
will be elective sessions on Tues- 
day, Wednesday and Friday after- 
noons. Physicians desiring to make 
patient rounds will have that op- 


(Continued on page 72) 
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portunity. Application forms from 
Registrar, Chest Disease Symposi- 
um for General Practitioners, P.O. 
Box 627, Saranac Lake, N.Y. 


FIVE MEDICAL SCHOOLS 
LINKED BY TV 
An experiment in medical educa- 


tion, for the first time linking five 
major medical schools by closed- 





circuit TV, began ‘in Philadelphia 
on March 13. Joining in this first 
network for undergraduate medical 
education were the University of 
Pennsylvania School of Medicine, 
Jefferson Medical College, Temple 
University School of Medicine, 
Hahnemann Medical College, and 
Woman’s Medical College of 
Pennsylvania. The programs were 
produced by the Medical Educa- 
tion Service Unit of Smith Kline 
& French Laboratories, Philadel- 
phia. 


In Sokoto, Africa—in Okotoks, Alberta 
In every quarter 
On every quarter 
Where skin and therapy meet.... 
....@ Safe first resort 
in the treatment of simple dermatoses 


@—@—- diaper rash, hyperhidrosis hemorrhoids 
burris, subacute and chronic dermatitis 
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The special telecasts, a series of 
five lectures on forensic medicine 
by Dr. Joseph W. Spelman, Medical 
Examiner for the City of Philadel- 
phia, were viewed by 1300 students, 
who were able to question the 
lecturer through five moderators in 
telephonic communication with the 
televising “studio-laboratory” in 


the SKF building. 


MONOGRAPH PRIZES, 
AMERICAN ACADEMY 
OF ARTS AND SCIENCES 


The American Academy of Arts 
and Sciences announces three prizes 
of $1000 each to be awarded annu- 
ally to the authors of especially 
meritorious unpublished mono- 
graphs, one each in the fields of 
the humanities, the social sciences, 
and the physical and_ biological 
sciences. For the purpose of these 
awards, a monograph is defined as 
“a scholarly contribution to know!l- 
edge, too long for an article in a 
learned journal and too specialized 
or too short for a general book”. 
Recipients of the prizes will be 
to make their own 
arrangements for publication. 

The final date in 1959 for receipt 
of manuscripts by the committee 
on awards is October 1. The 
awards will be announced in 
December. Full details may be 
secured from the Committee on 
Monograph Prizes, American Acad- 
emy of Arts and Sciences, 280 
Newton Street, Brookline Station, 
Boston 46, Mass. 


ENDOCRINE IRRADIATION 
CONGRESS 


The first International Congress 
on the Irradiation of Endocrine 
Organs is due to take place in 
Amsterdam, Netherlands, May 30 
and 31 and June 1, 1959, Program 
participants are mainly from the 
Netherlands, Germany, Italy, France 
and Israel. Further information 
from Dr. Johanna M. van Went, 
Banstraat 30, hoek de _ Laires- 
sestraat, Amsterdam-Z, Nether- 
lands. 


LABORATORY METHODS 
IN BLOOD TRANSFUSION 


Two years after the second edi- 
tion, the third edition of “Labor- 
atory Methods of the Blood Trans- 
fusion Sérvice”, published by the 
Canadian Red Cross Society, 95 
(Continued on page 76) 
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Wellesley Street East, Toronto 5, 
Ont., and available at a price of 
$2.00, has appeared. In the fore- 
word, the authors (Dr. B. P. L. 
Moore, and Messrs. J. McIntyre 
and N. E. Bruce) point out that 
the routine procedures described 
in the present edition have been 
largely rewritten, in view of the 
rapidly changing scene. Choice of 
techniques has been guided and in 
some ways limited by the large 
volume of work to be handled from 
coast to coast in Canada by over a 
hundred technicians with varying 
attributes. Hence the standards 
described must be regarded as 
minimum ones to be improved 
upon as time and conditions per- 
mit. 

After a bibliography of recom- 
mended reading, the authors con- 
sider ordinary clinic procedures 
such as hemoglobin determination, 
general laboratory routines includ- 
ing the cleansing of glassware, 
blood bank procedures, the care of 
stored blood, errors in transfusions, 
and compatibility tests. There is 
a section on hemolytic disease of 
the newborn and all the routines 
pertaining to this, while other sec- 
tions are concerned with sugges- 
tions for the operation of a hospital 
blood bank, minimum requirements 
for antisera and the details of ship- 
ment to the National Laboratory. 


NICOTINIC ACID.IN 
THREATENED ABORTION 


For some years Russian ob- 
servers have been interested in the 
action of nicotinic acid on the 


uterus. Plastunov (Akusherstvo i. 


SEVERE REACTIONS 
FROM PENICILLINASE 


Two separate reports of severe 
reactions after therapy with peni- 
cillinase have recently appeared in 
the Journal of the American Medi- 
cal Association (169: 598 and 594, 
1959). The first involved a 50-year- 
old woman who developed general- 
ized urticaria six hours after an 
intramuscular injection of penicil- 
lin; 800,000 units of penicillinase 
dissolved in 2 c.c. of sterile water 
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was injected intragluteally, care 
being taken to avoid intravenous 
administration. Within two minutes 
weakness, dizziness, and dimness 
of vision developed, followed by 
dyspnoea, wheezing and cyanosis. 
Shock supervened and required 
intravenous infusion of epinephrine 
before the patient could be trans- 
ported to hospital. After therapy 
with epinephrine, prednisone, 
oxygen and meperidine, the patient 
recovered by the next morning. 


arlidin 


brand of nylidrin hydrochloride N.N.R 
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rabbits in which an infusion of 
1% solution produced contractions 
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action of pituitrin. 

He then used nicotinic acid in 
105 cases of threatened abortion, 
usually in a 1% aqueous solution, 
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and a total of three to eight intra- 
venous infusions. In addition, some 
patients received the substance by 
mouth in doses of 0.05 to 0.1 g. 
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abortion varied between the second 
and the sixth month of pregnancy 
in most cases. Of the series, 98 
pregnancies were preserved and in 
seven cases the abortion continued. 
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In the other two cases severe 
reactions followed administration 
of penicillinase, A 35 - year - old 
man was given 800,000 units of 
penicillinase intravenously and 
the same dose intramuscularly. 
Within an hour he had a shaking 
chill, some dyspnoea and cyanosis, 
and a temperature of 103° F. 
ACTH intramuscularly and pred- 
nisone orally produced improve- 
ment within 24 hours, and a second 
injection of penicillinase intra- 
muscularly produced only swelling 


of the buttock with local pain but 
without a febrile reaction, The 
second patient developed urticaria 
after penicillin therapy, which was 
controlled only as long as he was 
taking corticosteroids. When given 
800,000 units of penicillinase intra- 
muscularly, he developed both a 
local and a generalized reaction 
with semi-coma which lasted for 
12 hours. Ten days later, a second 
injection of penicillinase produced 
a similar general reaction. 


many studies 


show why 


peripheral 


vasodilator 
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RESULTS OF CANCER 
TREATMENT IN 
SASKATCHEWAN 


Dr. T. A. Watson, Director of 
Cancer Services for Saskatchewan, 
has recently published a small 
book entitled “Results of Treat- 
ment of Cancer in Saskatchewan, 
1945-52”. Most of the book is made 
up of over 50 tables giving the 
five-year results of treatment of 
cancer of various types. Each table 
shows the methods of treatment, 
the crude and corrected survival 
rates, and the age and sex dis- 
tribution. Cases not treated are 
also analyzed. The total number 
of persons seen was 11,322 and 
the crude survival rate was 45%; 
however, this included 2379 cases 
of cancer of the skin with a crude 
survival rate of 81%. One odd 
feature of the tables is that 
the overall results are better in 
the cases in which cancer was 
pathologically proven than in the 
total series. This is due to the fact 
that many obvious cases of car- 
cinoma did not furnish a biopsy 
specimen. It is thought that there 
has been a real increase in the 
five-year survival rate of cancer in 
the patients seen in these clinics, 
compared with earlier series. This 
oe be due in part to improving 
techniques and methods of treat- 
ment, but probably is more related 
to earlier presentation of cases for 
treatment. The book, which is 
printed by the Queen’s Printer, 
Regina, is available free from the 
Saskatoon Cancer Clinic, Univer- 
sity Hospital, Saskatoon, Sask. 


REHABILITATION 
SERVICES IN CANADA 


The Department of National 
Health and Welfare has recently 
published a comprehensive survey 
of rehabilitation programs on a 
provincial and local scale, which 
describes for each province the 
development and co-ordination of 
rehabilitation, the provincial re- 
habilitation program, and the facil- 
ities for dealing with physically 
impaired children and with speci- 
fic disabilities. The sources and 
amounts of financial support are 
also detailed. 

The layout of the text naturdlly 
varies from province to province. 
Certain provinces have a section 
for the Workmen’s Compensation 
program or for community services 


(Continued on page 80) 
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IF URINARY INFECTION PROVES CHRONIC: 


Mandelamine is antibacterial, yet is not an antibiotic! Effective in many 
urinary tract infections resistant to antibiotics and sulfonamides, won’t 
sensitize patients, no resistant strains develop. Mandelamine obviates 


need for alkalis or forcing of fluids, and it is M ANDEL AMINE’ TORONTO. ONTARIO 
excellent for long term therapy. Cost is low. 


(BRAND OF METHENAMINE MANDELATE) 
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PRODUCT OF UPJOHN RESEARCH | 
insures the best 
therapeutic ratio 
because 
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NOOTHERORAL 
CORTICOSTEROID IS 
MORE EERE 
NO OTHER ORAL 
CORTICOSTEROID 
IS SAFER 


(fewer “‘old’’ and no alarming new side effects) 


Supplied: Tablets of 4 mg., in bottles of 30 and 100 7 , 


Foremost in steroid research OTRADEMARK = METHYLPREONISOLONE, UPJOHN 
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of significance. The aim of this 
review is to give the facts as they 
exist; there has been no attempt 
to evaluate the programs or to in- 
dicate instances where a need is 
not being met. 


This brochure, entitled “Re- 
habilitation Services in Canada, 
Part II; Provincial and Local Pro- 
grams’, is published as Memoran- 
dum No. 9 of the Health Care 
Series, put out by the Research and 
Statistics Division of the Depart- 
ment of National Health and Wel- 
fare, Ottawa. 





for every diathermy | 


The Burdick Syllabus, a bulletin on physi- 
cal medicine, will be sent you on request. 
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The completely versatile 
MF-49 can be used with 
every type of diathermy elec- 
trode: contour applicator, 
air-spaced electrodes, induc- 
tion cable, cuff technic, in- 
ternal electrodes and for 
minor electro-surgery. 


A completely new circuit de- 


power tube output. This as- 
sures exceptionally efficient 
heating of deep tissue and 
large areas. 


Burdick also makes a port- 
able machine, the D-54. Both 
this unit and the MF-49 offer 
you quality construction at 
a moderate price, high effi- 
ciency with extremely low 
power consumption. 


Canadian Distributors: 
Fisher & Burpe Limited, Winnipeg, Edmonton, Montreal, Vancouver, Toronto 
The J. F. Hartz Co., Ltd., Toronto, Montreal, Halifax 
Casgrain & Charbonneau, Ltd., Montreal 
G. A. Ingram Company (Canada) Ltd., Windsor 


> 


sign makes use of the full. 


Canad. M. A. J. 
April 15, 1959, vol. 80 


HYDROCORTISONE 
INHALATION FOR 
ASTHMA 


Because previous observers have 
reported some success with hydro- 
cortisone hemisuccinate solution or 
with the powdered acetate by in- 
halation in asthma, a controlled 
study was undertaken by Smith at 
the Asthma Clinic, Birmingham, 
England (Lancet, 2: 1248, 1958). 
A double-blind trial was carried 
out, the substance or a placebo 
being supplied in a calibrated 
dropper which delivered 5 mg. as 
the daily dose. The effect of treat- 
ment was judged by assessment of 
symptoms from a record card kept 
by the child’s mother, and by 
measuring the volume of air ex- 
pired in the first 0.75 second of a 
fast expiration. The placebo bene- 
fited 14% of children and the 
hydrocortisone 21% of the children 
treated. 

When the statistical pattern was 
studied, it was estimated that, for 
significance, 65% more children on 
hydrocortisone should benefit than 
those with the placebo: in actual 
fact, the margin was 50%, and the 
results are therefore not statistically 
significant. 


DONOR INSEMINATION 
TO BE PUNISHABLE 
IN GERMANY 


In West Germany, a criminal 
law committee has been sitting and 
making recommendations for re- 
vision of the criminal code. They 
have recently discussed the ques- 
tion of insemination, and have 
made the following recommenda- 
tions to government. They recom- 
mend that donor insemination be 
punishable by imprisonment up 
to three years for the physician 
concerned, while a woman who 
permits this ~procedure is to be 
punished with imprisonment up to 
two years. However, insemination 
of a married woman with her hus- 
band’s semen, with permission of 
both spouses, is to be permitted. 
This law is to be applicable to 
German subjects, even if the in- 
semination is carried out abroad. 


WORLD LIST OF 
FUTURE INTER- 
NATIONAL MEETINGS 
The first issue of a new World 
List of Future International Meet- 
ings will be published by the 
(Continued on page 82) 
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Library of Congress, Washington, 
D.C., on June 1, 1959. This 
monthly calendar will furnish a 
record of all meetings drawing on 
three or more nations which are 
to be held anywhere in the world 
_ during the next three years. It 
will supersede the National Science 
Foundation’s List of International 
and Foreign Meetings which 
ceased publication in January 
1959. The new World List will be 
issued in two parts. Part I will be 


devoted to science, technology, 
medicine and agriculture; Part II 


will record meetings in social, cul- - 


tural, humanistic and commercial 
fields. The World List will be 
available from the Superintendent 
of Documents, Washington 25, 
D.C. The subscription rate for Part 
I will be $7.00 a year (single copies 
70 cents) and for Part II, $5.00 a 
year (single copies 50 cents). 


SUBPHRENIC ABSCESS 


Strode (Surgery, 44: 1054, 1958) 
discusses his experiences with sub- 





“Doctors can’t help shingles?” 


Physicians who have used PROTAMIDE extensively deplore such 


statements as unfortunate when they appear in the lay press. They 


have repeatedly observed in their practice quick relief of pain, 


even in severe cases, shortened duration of lesions, and 


greatly lowered incidence of postherpetic neuralgia when 
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Available: Boxes of 10 ampuls—prescription pharmacies. 


PROTAMIDE was started promptly. A folio of reprints is 
available. These papers report on zoster in the elderly— 
the severely painful cases— patients with extensive 


lesions. PROTAMIDE users know “shingles” can be helped. 
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phrenic abscess over a period of 
many years. One may remember, 
as a mnemonic, that 25% of cases 
arise from lesions of the stomach 
or duodenum, as a result of per- 
forated ulcer or postoperatively 
after gastric resection. About 25% 
follow rupture of the appendix and 
about 25% follow infection ‘in the 
biliary tract. Roughly 85% of cases 
arise from a primary lesion within 
the abdomen.. 

The signposts leading to a diag- 
nosis are discussed. The cardinal 
sign is fever. The patient does not 
feel well and a white blood cell 
count shows leukocytosis. On in- 
spection, little may be found other 
than perhaps diminished respir- 
atory movement. On _ palpation, 
tenderness may be found along 
the course of the twelfth rib, This 
is most marked in abscesses located 
posteriorly. Percussion may reveal 
tenderness over the lower chest or 
flank, and dullness may be pres- 
ent at the base on the involved 
side. On auscultation the breath 
sounds are absent or diminished 
at the lung base. Rales or bronchial 
breathing may _ precede these 
changes. With this evidence, radio- 
graphy and fluoroscopic studies 
should be carried out to see 
whether the diaphragm moves 
with respiration; to see whether 
it is higher than it should be; to 
see whether air is present in the 
subphrenic spaces; and to see 
whether there is cloudiness or 
fluid at the costophrenic angles. 

When an abscess lies below the 
liver, epigastric and_ subcostal 
tenderness may be more marked. 
The spaces are described as (a) 
intraperitoneal — right anterior and 
posterior, and left anterior and 
posterior; (b) extraperitoneal—right 
and left. An additional extra- 
peritoneal space between the 
diverging leaves of the falciform 
ligament may also be involved. 

The masking effect of antibiotics 
is noted; discontinuing these, when 
the diagnosis is in doubt, may 
allow localization to take place. 

Posterior abscesses may be 
drained by Nather and Ochsner’s 
approach by removing the twelfth 
rib. Anterior abscesses can be ap- 
proached subcostally in the same 
fashion. One should suspect sub- 
phrenic abscess whenever a _ per- 
sistent elevation of temperature 
occurs in the postoperative period. 


(Continued on page 84) 
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“THE MOST EFFECTIVE DRUG EVER USED..."! 


ONAMINE 


meclizine hydrochloride 





to prevent vertigo, nausea, vomiting 
as in pregnancy 


BONAMINE gives more complete 
and longer-acting protection— 
for 24 hours—with rare 
incidence of untoward effects,’ 
Also indicated for vertigo, 
nausea, vomiting in: cerebral 
arteriosclerosis, radiation 
sickness, Menieére’s syndrome, 
fenestration procedures, 
labyrinthitis, vestibular 
dysfunction, motion sickness. 


BONAMINE Tablets, scored, 


tasteless, 25 mg. vials of 8, 
bottlés of 100 and 500. 


BONAMINE Elixir: 12.5 mg./5 cc. 
4 oz. and 16 oz. bottles. 


























1. McKenna, C. J.: Am. Pract. & Digest 
Treat. 6:417, 1955. 2. Moyer, J. H.: 

M. Clin. North America, Mar., 1957, 

p. 405. 
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LOWERING BLOOD 
LIPID LEVELS BY 
CHANGING FOOD 
PATTERNS 


It is futile to prohibit foods with- 
out offering something else which 
is equally satisfying; to tamper 
with man’s food is to tamper with 
the basic pattern of his life. Before 
attempting a radical change in the 
diet of the public in the hope of 
reducing the incidence and severity 
of atherosclerosis, diets must be 


evolved which are suitable for 
long-term use. Such a diet, ac- 
ceptable to individuals and readily 
obtainable, easily prepared and 
suitable for the whole family, is 
described by Brown and Page 
(J. A. M. A. 168: 1989, 1958). 
However, this diet becomes mon- 
otonous after a year or so because 
of its limited variety. The addition 
of vegetable oil makes for greater 
palatability and variety, and avoids 
the undesirable saturated fats yet 
supplies unsaturated oils. 

This diet, or as the authors 
prefer to call it, this vegetable oil 
food pattern, supplies some 44% 
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of the calories as carbohydrates, 
14% as protein, and 42% as fat. 
In four young normal physicians, 
cholesterol levels dropped 40 to 80 
mg. by the end of 11 to 21 days on 
this diet and returned to the con- 
trol level at the end of 30 days on 
a freely chosen diet. Sixteen 
patients with atherosclerosis and 
associated conditions have been on 
this diet for six to 24 months. 
Thirteen were initially only on the 
low fat diet and were then given 
the additional vegetable oil food 
pattern. Both the low-fat and vege- 
table oil food patterns reduced 
serum cholesterol levels in most 
hypercholesterzemic patients, but 
the vegetable oil seemed to have 
an additional effect in some cases. 
A further advantage of this diet 
was its ability to maintain the re- 
duction of serum cholesterol levels 
more steadily, even if the patient 
went off his diet for brief periods. 

The authors are aware of the 
fact that whilst serum. cholesterol 
levels are reduced other serum 
lipids are not equally affected, and 
that it still remains to be shown 
that this or similar diets are anti- 
atherogenic. They believe that the 
present food pattern makes it pos- 
sible to undertake pilot studies on 
larger populations in order to gain 
long-term experience concerning 
the relationship between lowered 
blood cholesterol and _athero- 
sclerosis. 


COURS DE PERFEC.- 
TIONNEMENT D’ENDO- 
CRINOLOGIE A PARIS 


Ce cours aura lieu a Paris du 
mardi 19 mai au vendredi 26 juin 
1959. Il comportera chaque jour 
(sauf le samedi, le dimanche et 
les jour fériés ): 

(I) le matin: de 10 heures a 
midi: 

(1) des présentations de malades 
dans différents services spécialisés 
des Hépitaux; 

(2) des démonstrations de tech- 
niques de laboratoire appliquées a 
la clinique endocrinologique: tech- 
niques anthropométriques, mesure 
du métabolisme basal, test a liode 
radio-actif, dosage de liode pro- 
tidique, des hormones antehypo- 
physaires, techniques des frottis 
vaginaux, des biopsies de lendo- 
métre, ccelioscopie, techniques 
radiologiques, détermination du 
sexe chromosomique, etc... . 


(Continued on pagee 90) 
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(II) Paprés-midi: de 14 h. 30 a 
17 heures: Des legons avec présen- 
tation de documents et discussions 
a la Nouvelle Faculté de Méde- 
cine, 45, rue des Saints-Péres, 
Paris VII°. 

Les inscriptions seront regues au 
Secrétariat de Tancienne Faculté 
de Médecine, 12, rue de l’Ecole de 
Médecine, Paris V®. Un Certi- 
ficat dAssiduité sera délivré, sur 
demande a MM. les auditeurs qui 
auront assisté a Tensemble du 
Cours. 


ACUTE INTERMITTENT 
PORPHYRIA WITH 
RESPIRATORY 
PARALYSIS 


Of 69 patients with acute inter- 
mittent porphyria reviewed in re- 
cent literature, 35 had cranial in- 
volvement and 22 died, apparently 
in respiratory failure. As this dis- 


ease is characterized by remissions ° 


and exacerbations, it is conceivable 
that if the patient is tided over 
the period of respiratory failure 
by such means. as the mechanical 
respirator he may eventually re- 


AN AMES CLINIQUICK 
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IRA ta eee vd eed ee vk | 


What's wrong with the term 
“emptying of the gallbladder’? 


The gallbladder discharges bile by fractional evacuation. It is not 
emptied completely at any one time even following a fatty meal. 


Source —Lichtman, S. S.: Diseases of the Liver, Gallbladder and Bile Ducts, ed. 3, 
Philadelphia, Lea & Febiger, 1953, vol. 2, p. 1177. 
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cover to lead a relatively normal 
existence. Three cases are reported 
by Doll et al. (J. A. M. A., 168: 
1973, 1958) in which acute respir- 
atory failure developed during re- 
curring episodes of intermittent 
porphyria. Treatment included 
tracheotomy and the use of a 
mechanical respirator. Chlorprom- 
azine may have been of some value 
in these cases although not put 
specifically to test. The need for 
more universal recognition of por- 
phyria and avoidance of unneces- 
sary surgery is also stressed. 


PENICILLAMINE IN 
HEPATOLENTICULAR 
DEGENERATION 


Penicillamine is a breakdown 
product of penicillin which shows 
strong copper-binding properties. 
Studies have shown that oral ad- 
ministration to patients with hepa- 
tolenticular degeneration produces 
a marked increase in urinary 
copper excretion. Studies are re- 
ported by Seven et al. (Am. J. M. 
Sc., 237: 49, 1959) in two brothers 
with this disease and in one man 
with hemochromatosis. 

Intramuscular administration of 
short-acting and long-acting peni- 
cillin preparations in large doses 
in both patients with hepatolenticu- 
lar degeneration produced little or 
no increase in urinary copper out- 
put. Oral penicillin preparations 
also had little effect. Oral penicil- 
lamine produced a marked increase 
in urinary copper, to as much as 
6 mg. in 24 hours after a 3-g. dose 
in one patient, and 12 mg. in 24 
hours after a 4-g. dose in the other. 
There was no increase in urinary 
iron excretion. Oral penicillamine 
in the patient with hzmochroma- 
tosis slightly increased the urinary 
iron output, as did intramuscular 
penicillin, 

Both patients with hepatolenticu- 
lar degeneration were treated with 
oral penicillamine for periods of 
10 months. The optimal dosage 
schedule appeared to be 2 g. in 
four divided doses every other 
day; larger doses caused anorexia, 
nausea, gaseous eructation and 
drowsiness. No major evidence of 
toxicity was noted with doses up 
to 5 g. daily. In one patient, the 
disease progressed during therapy. 
The other showed a dramatic clini- 
cal improvement, progressing from 
a bedridden state to complete self- 
care and gainful employment. 





